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agreement. Please note that this agreement limits use* to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

*** 3.j.j^ Columbus *************** 

FILE 'HOME* ENTERED AT 16:47:14 ON 11 JUL 2007 

=> fil reg 

COST IN U.S. DOLLTU^S SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 16:47:25 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

• "PLEASE- SEE" "HELP -USAGETERMS"- FOR DETAILS. ,»t-'- :.^'f.^ ^t<r.-,- iv^n:s;:v? m..«-.'.'t. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 
DICTIONARY FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http://www.cas .org/support/stngen/stndoc/properties .html 
=> 



Uploading C:\Program Files\Stnexp\Queries\10560672restrict . str 




chain nodes : 
6 7 8 10 
ring nodes : 
1 2 3 4 5 
ring/chain nodes : 
9 

chain bonds : 

5-6 6-7 6-8 8-9 9-10 
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10560672restrict 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 

exact/norm bonds : 

1-2 1-5 2-3 3-4 4-5 6-7 6-8 8-9 
exact bonds : 
5-6 9-10 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 
10:CIASS 



LI STRUCTURE UPLOADED 

=> d 

LI HAS NO ANSWERS 
LI STR 




O 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 16:47:49 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 1045 TO ITERATE 

100-0% PROCESSED 1045 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



50 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * *COMPLETE* * 
BATCH **COMPLETE** 

18961 TO 22839 
3206 TO 4914 



L2 



50 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 16:47:53 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 21815 TO ITERATE 



100.0% PROCESSED 21815 ITERATIONS 
SEARCH TIME: 00.00.01 



4217 ANSWERS 



L3 



4217 SEA SSS FUL LI 
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=> fil caplus . 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
172.10 



TOTAL 
SESSION 
172.31 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 16:47:56 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26^ 1996), unless otherwise indicated in the original publications. 
The CA Lexicon' is the copyrighted intellectual property of ^ the ^ " 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Jul 2007 VOL 147 ISS 3 
FILE LAST UPDATED: 10 Jul 2007 (20070710/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 



=> s 13 
L4 



762 L3 



=> d ibib abs hitstr 400-420 



Karen Cheng 



10560672restrict 



=> fil reg 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
112.08 



TOTAL 
SESSION 
284.39 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-16.38 



TOTAL 
SESSION 
-16.38 



CA SUBSCRIBER PRICE 



FILE 'REGISTRY* ENTERED AT 16:49:42 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS). 

Property values tagged. with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 
DICTIONARY FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/support/stngen/stndoc/properties . html 



Uploading C: \Program Files\Stnexp\Queries\10560672restrictl . str 



=> 
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chain nodes : 

6 7 8 10 13 14 15 16 19 

ring nodes : 

1 2 3 4 5 

ring/ chain nodes : 

9 

chain bonds : 

5-6 6-7 6-8 8-9 8-19 9-10 13-14 13-15 13-16 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 

exact/norm bonds : 

1-2 1-5 2-3 3-4 4-5 6-7 6-8 8-9 8-19 
exact bonds : 

5-6 9-10 13-14 13-15 13-16 



G1:H, [*1] 
Match level : 

IrAtom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 
10: CLASS 13: CLASS 14: CLASS 15: CLASS 16: CLASS 19: CLASS 



L5 STRUCTURE UPLOADED 

=> d 
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L5 HAS NO ANSWERS 
L5 STR 





Structure attributes must be viewed using STN Express query preparation. 
=> d his 

(FILE 'HOME' ENTERED AT 16: 47: 14, ON 11 JUL 2007) 

FILE 'REGISTRY' ENTERED AT 16:47:25 ON 11 JUL 2007 
LI STRUCTURE UPLOADED 

L2 50 S LI 

L3 4217 S LI FULL 

FILE 'CAPLUS' ENTERED AT 16:47:56 ON 11 JUL 2007 
L4 762 S L3 



L5 



FILE 'REGISTRY* ENTERED AT 16:49:42 ON 11 JUL 2007 
STRUCTURE UPLOADED 



=> s 15 full sub = 13 

FULL SUBSET SEARCH INITIATED 16:50:08 FILE 'REGISTRY' 
.FULL SUBSET SCREEN SEARCH COMPLETED - 4217 TO ITERATE 

100.0% PROCESSED 4217 ITERATIONS 

SEARCH TIME: 00.00.01 



L6 



3518 SEA SUB=L3 SSS FUL L5 



=> fil caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 



3518 TU^SWERS 



TOTAL 
SESSION 
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FULL ESTIMATED COST 



41.10 



325.49 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
. ENTRY 
0.00 



TOTAL 
SESSION 
-16.38 



CA SUBSCRIBER PRICE 



FILE 'CAPLUS' ENTERED AT 16:50:13 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual prope'rty •6'f ^the ". . . 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Jul 2007 VOL 147 ISS 3 
FILE LAST UPDATED: 10 Jul 2007 (20070710/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 



=> s 16 
L7 



630 L6 



=> d ibib abs hitstr 500-510 
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=> fil reg 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
59.38 



TOTAL 
SESSION 
384.87 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-8.58 



TOTAL 
SESSION 
-24.96 



CA SUBSCRIBER PRICE 



FILE 'REGISTRY' ENTERED AT 16:51:52 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 
DICTIONARY FILE UPDATES: 10 JUL 2007 HIGHEST RN 942116-98-5 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability* of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/support/stngen/stndoc/properties . html 



Uploading C:\Program Files\Stnexp\Queries\10560671restrict2 . str 



=> 
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chain nodes : 

2346789 10 13 
ring nodes : 
1 14 15 16 17 18 
ring/ chain nodes : 
.5 

chain bonds : 

1-2 2-3 2-4 4-5 4-13 5-6 7-8 7-9 7-10 
ring bonds : 

1- 14 1-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

2- 3 2-4 4-5 4-13 
exact bonds : 

1-2 5-6 7-8 7-9 7-10 
normalized bonds : 

1-14 1-18 14-15 15-16 16-17 17-18. 



G1:H, [*1] 

Match level : 

l:Atom 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8: CLASS 9: CLASS 
10: CLASS 13: CLASS 14: Atom 15: Atom 16: Atom 17: CLASS 18: Atom 
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L8 STRUCTURE UPLOADED 

=> d . 

L8 HAS NO ANSWERS 

L8 STR 




H 

Gl H, [@1] 



Structure attributes must be viewed using STN Express query preparation. 
=> d his 



(FILE 'HOME' ENTERED AT 16:47:14 ON 11 JUL 2007) 

FILE 'REGISTRY* ENTERED AT 16:47:25 ON 11 JUL 2007 
LI STRUCTURE UPLOADED 

L2 50 S LI 

L3 4217 S LI FULL 



FILE 'CAPLUS* ENTERED AT 16:47:56 ON 11 JUL 2007 
L4 762 S L3 

FILE 'REGISTRY' ENTERED AT 16:49:42 ON 11 JUL 2007 
L5 STRUCTURE UPLOADED 

L6 3518 S L5 FULL SUB=L3 



FILE 'CAPLUS' ENTERED AT 16:50:13 ON 11 JUL 2007 
L7 630 S L6 

FILE 'REGISTRY' ENTERED AT 16:51:52 ON 11 JUL 2007 
L8 STRUCTURE UPLOADED 

=> s 18 full sub=16 

FULL SUBSET SEARCH INITIATED 16:52:38 FILE 'REGISTRY' 
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FULL SUBSET SCREEN SEARCH COMPLETED - 



3518 TO ITERATE 



100.0% PROCESSED 3518 ITERATIONS 

SEARCH TIME: 00.00.01 



2344 ANSWERS 



L9 



2344 SEA SUB=L6 SSS FUL L8 



=> s 16 not 19 

LIO 1174 L6 NOT L9 

=> fil caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
41.55 

SINCE FILE 
■'■ ENTRY 
0.00 



FILE 'CAPLUS* ENTERED AT 16:52:55 ON 11 JUL 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



TOTAL 
SESSION 
426.42 

TOTAL 
SESSION 
-24.96 
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held by the publishers listed in the PUBLISHER (PB) field (available 
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databases on STN. Any dissemination, distribution, copying, or storing 
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strictly prohibited. 
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=> s 110 
Lll 



70 LIO 



=> d ibib abs hitstr 50-60 
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=> d ibib abs hitstr tot 



Karen Cheng 



10560672restrict 



Lll ANSVER 1 OP 70 
ACCESSION NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE I 



CAPLUS COPYRIGHT 2007 ACS on STN 
2007:526104 CAPLUS 

^Substituted cyclohexanecarboxamide cathepsin K 
inhibitors: Modification of th« 1 , Z^disubstituted 
aromatic core 

Robichaud, Joesli Bayly, Christopher I.i Black. V. 
Camaroni Dasnarais, Sylviei Legar, Serga; Massa, 
Fraderlcf McKay, Daniel J.i Oballa, Renata H.t Paquat, 
Julio Percival, H. Oavidi Truchon, Jean-Franeolsi 
tfesolovski, Greggi Crane, Sheldon N. 
Merck Froaat Centre for Therapeutic Research, 
Kirkland, QC, H9H 3L1, Can. 

Bioorganic & Medicinal Chemistry Letters (2007), 

17(11), 31I6-3151' 

COOEN: BMCLE8> ISSN: 0960*8 94X 

Elsevier Ltd. 

Journal 

English 




Further SAR study around the central 1, 2-di3ubstituted Ph of the 
previously disclosed Cat K inhibitor (-)-l (I) has demonstrated that the 
solvent exposed P2-P3 linker can be replaced by various 5- or 6-Deiiibered 
heteroarom. rings. While soae potency loss was observed in the 6-menbared 
heteroaron. series (ICSO - 1 nM for pyridine- linked 4 vs 0.5 nM for 
phenyl-linked (±)>1), several inhibitors shoved a significantly 
dtcraaaed shift in the bone resorption functional assay (10* fold for 
pyridine 4 vs S3-fold for (-)-l). Though this shift was not reduced in 
the S-aenbered heteroarora. series, potency against Cat X was significantly 
iisproved for thiazole 9 (IC50 - 0.2 nH) as was the pharatacokinetic profile 
of N'He pyrazole 10 over our lead conpound I-)-!. 
919858-04-3P 941608-61-3P 

RL: PAC (Pharnacological activity)! PKT (Pharmacokinetics)) SPN (Synthetic 
preparation)! THU (Therapeutic use) I BIOL (Biological study)/ PREP 
(Preparation) I USES (Uses) 

(^-substituted cycloheKanecartaoMamide cathepsin K inhibitors) 
819656-04-3 CAPLUS 

Cycloheaanecarboxanide. N- (cyanomethyi)-5.5-difluoro-^-C^-methyl-4-[4- 



Lll ANSVER 1 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

(methylthio) phenyl] -lH-pyrazol-3-yll-, (in.2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 

F 




RN 
CN 



94160B-61-3 CAPLUS 

Cyclohex anecarboxamide , N- ( cyanoaet hyl) - 5, 5-di f luoro-2- [3-14- 
(nethylthio) phenyl] -4 -pyridlnyl)-. (lR.2R)-rel- (CA INDEX NAME) 



Relative stereochemistry. 




IT 819856-00-9 

RL: PAC (Pharmacological activity)! PRP (Properties)* THU (Therapeutic 
use)! BIOL (Biological study)! PRP (Properties)! USES (Uses) 

O-substituted cyclohexanecarboxamide cathepsin K inhibitors) 
RN 819858-00*9 CAPLUS 

CN Cyclohexanecarboxanide, N- (cyanoDathyl) -S. 5-dif luoro-2- [4 ' - 

(methylthio) [l.l'-biphenyl]-2-yl]-. (1R,2R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (~) . 



Lll ANSVER 1 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



SMe 




IT 941608-60-2P 941608-62-4P 941608-63-5P 
941608-64-6P 941608-65-7P 941608-66-6? 
941608-67-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation)! THU 
(Therapeutic use}! BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(P-substituted cyclohexanecarboxamide cathepsin K inhibitors) 
RN 941608-60-2 CAPLUS 

CN Cyclohexanecarboxamide. N- (cyanamethyl)-5,5-difluoro-^-[4-[4- 
( (fluoromethyl) thiolphenyl] -3-pyridinyl]-. {lR.2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




• RN 941608-62-4 CAPLUS 
CN Cyclohexanecarboxamide, N-(cyanooethyl) -5,5-difluoro-2-I2-[4- 
(methylthio)phenylJ -3-pyridinyl!-, (lR,2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 



Lll ANSWER .1 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



SMe 




RN 941608-63-5 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanoaethyD-S, 5-di f luoro-2- (3- (4- 

(methylthio) phenyl] -l-oxido-4-pyridinyl]-, (lR,2R)-cel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 941608-64-6 CAPLUS 

CN Cyclohexanecarboxamide. N- (cyanomethyl) -2-(l, 2-dihydro-3-(4- 

(raethylthio) phenyl} -2-0x0-4 -pyridinyl] -5, 5-dif luoro-, (IR, 2R) -rel- (CA 
INDEX NAME) 

Relative stereochemistry. 
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Lll ANSVER 1 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 941608-6B-7 CAPLUS 

CN CycloheKan«cacboiiamlde, N-(cvanomothyl) -2-[l« 2-dihydro-5*(4• 
(MthylChio)ph•nyl) -2-oxo>4-pycidinyl] -5, S-dlf luoro-, (IR, 2R) -rel- (CA 
INDEX HAHE) 

Relative stoceochaniatcy. 




RN 941608-66-B CAPLUS 

CN Cyclohoxanecarboxanide, N- (cyanomethyl) -5; 5-dif luoro-2-{5- [4- 

(nethyithio) phenyl) -1- (phonyloothyl) -lH-1, 2, 3-triazoX-4-yll -. (IB, 2R) -rel- 
(CA INDEX HAHE) 

Relative stereochemistry. 




RN 941608-67-9 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyI)-5,S*di£luoro-2-[2-iBethyl-4-[4- 
(oe thylthio) phenyl] -5- thiazolyl]-, (lR.2n)-rel- (CA INDEX NAHE) 

Relative stereochemistry. 
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IT 875142-78-2 

RL: PAC (Pharmacological activity) i THU (Therapeutic use)f BIOL 

(Biological study)) USES (Uses) 

(^-substituted cyclohexanscarboxamide cathepsin K Inhibitors) 
RN 875142-78-2 CAPLUS * 

CN Cyclohexanecarboxaraide, N- (cyanomethyl) -5, 5>dif luoro-2-(4 ' - 

(methylthio) [l,l'-biphenyll-2-yl]-, (lR,2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 



SHe 




REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORHAT 



Lll ANSVER 2 OP 70 
AOCESSIOI NUMBER: 
TITLES 



AUTHOR (S): 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



RN 
CN 



CAPLUS COPYRIGHT 2007 ACS on STN 
2007:519392 CAPLUS 

HSE vith mass defect filtering for in vitro and in 
vivo metabolite identification 

Batemanr Kevin P.i Castro-Perez, Jose» tfrona, Harki 
Shockcor, John P.i Yu, Katei Oballa, Renatai 
Nicoll^Grlffith, Deborah A. 

Merck Frosst Canada Ltd., Kirkland, QC, H9H 3L1, Can. 
Rapid Communications in Mass Spectromtry (2007), 
21(9), 1485-1496 
CODEN; RCMSEFl ISSN: 0951-4198 
John Viley 4 Sons Ltd. 
Journal 
English 

Metabolite identification studies involve the detection and structural 
characterization of the 'biotransformation products of drug candidates. 
These expts. are necessary throughout the drug discovery and development 
process. The use of high- resolution chromatog. and high- resolution mass 
spectrometry together vith data processing using mass defect filtering is 
described for in vitro and in vivo metabolite identification studies. 
Data collection vas done using UPLC coupled with an orthogonal hybrid 
quadrupole time-of- flight mass spectrometer. This exptl. approach enabled 
the use of MSE data collection (where B represents collision energy) vhich 
has previously been shovn to be a powerful approach for metabolite 
identification studies. Post- acquisition processing vith a prototype mass 
defect filtering program was used to eliminate endogenous interferences in 
the study samples, greatly enhancing the discovery of metabolites. The 
ease of this approach is illustrated by results showing the detection and 
structural characterization of metabolites in plasma fron a preclin. rat 
pharmacokinetic study. 
INDEXING IN PROGRESS 
294623-49-7, L-006235 

RL: Picr (Pharmacokinetics) i BIOL (Biological study) 

(MSE with mass defect filtering for in vitro and in vivo metabolite 

identification) 
294623-49-7 CAPLUS 

Be nz amide, N- ( 1- ( [ (cyanomethyl) amino] carbonyl] cyclohexyl] -4- [2- ( 4 -me thy 1-1 - 
piperazinyl)-4-thiazolyl)- (CA INDEX NAME) 



.Crt>t]Ll-4D 



C-NH-CH2-CN 
0 



REFERENCE COUNT: 



THERE ARB 2.7 CITED RBPBRENCES AVAILABLE FOR THIS 
RECORD. ALL CITATICMS AVAILABLE IN THE RE FORHAT 
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ACCESSION NIMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S): 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE! 
LANGUAGE: 



RN 
CN 



CAPLUS COPYRIGHT 2007 ACS on STN 
2007:388646 CAPLUS 
146:414126 

Emerging roles of cysteine cathepsins in disease and 
their potential as drug targets 
Vasiljeva, 01ga> Reinheckel, Thomast Peters, 
Chris tophi Turk, Dusani Turk, VitOf Turk, Boris 
Institut fuer Molekulare Medizin und Zellforschung, 
Albert- Ludvigs-Universitaet Freiburg, Freiburg, 
Germany 

Current Pharmaceutical Design (2007), 13(4), 387-403 
CODEN: CPDEFPt ISSN: 1381-6128 
Bentham Science Publishers Ltd. 
Jour naif General Review 
English 

A review. The general view on Cys cathepsins, which were long believed to 
be primarily involved in intracellular protein turnover, has dramatically 
changed in last 10 to 15 years. The discovery of now cathepsins, such as 
cathepsins K, V, X, F and O, and their tissue distribution suggested that 
at least some of them are involved in vary specific cellular processes. 
Moreover, gene ablation expts. revealed that cathepsins play a vital role 
in numerous physiol. processes, such as antigen processing and 
presentation, bone remodeling, prohormone processing and wound healing. 
Their involvement in several pathologies, including osteoporosis, 
rheumatoid arthritis, osteoarthritis,' bronchial asthma and. cancer were' 
also confirmed and today several of them were validated as relevant 
targets for therapies. Compds. targeting cathepsins S and K are already 
in Clin, evaluation, whereas others are in exptl. phases. The cathepsin R 
inhibitor AAE-S81 (baUcatib) as the most advanced of them passed Phase II 
clin. trials in 2005. In this review, we discuss the current view on* 
cathepsins as an emerging group of targets for several diseases and the 
development of cathepsin X and S inhibitors for treatment of osteoporosis 
and various immune disorders. 
354813-19-7, BalicaUb 

RL: DMA (Drug mechanism of action) i PA(f (Pharmacological activity)! THU 
(Therapeutic use) i BIOL (Biological study) f USES (Uses) 

(Cys cathepsins in physiol. and diseases, and potential as drug 

targets) 
354813-19-7 CAPLUS 

Benzamide, N- (I- ( [ (cyanomethyl) amino] carbonyl] cyclohexyl) -4- (4-propyl-l- 
piperazinyl)- (CA INDEX NAME) 



N C- NH- CH2- CN 



REFERENCE COUNT: 



THERE ARE 223 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE RS 
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AB Title coapds. 1 (Rl « cycloalkyl, (un) substituted aryl, haterocyclyli R2 - 
H or lower alkyli A - lower alkylene or lower alkenylene], and their 
pharioaceutically acceptable salts, are prepared and disclosed as 
antipsychotic agents for the treatment of mental disorders. Thus, e.g., 
II-HCl was prepared via nucleophilic substitution of 

t4-(3-chloropropoxy)-3-metho>cy-5-nethylphenyll-carbamic acid tert-Bu ester 
(preparation givenj with l-benzo[b] thiophen>4-yl-piparazin« hydcochlorida 
(preparation given) followed by daprotection and dimethylation. Binding 
assays 

were used to determine Ki values for I. e.g.. II'HCl demonstrated Ki 
values of 0.4 nM in Dopamine 02 receptor and 5.9 nM in Serotonin 5-HT2A 
receptor. Serotonin uptake inhibitory activity of II«KC1 was also 
determined as 95. 3t. The invention compds. may be widely used in the 

treatment ■ . . - . >• t -i . ■ . 

and prevention of mental disorders including central nervous system 
disorders, while demonstrating no side effects. 

IT 92B242-97-1P 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)! THU 
(Therapeutic use)! BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(preparation of benzofb] thi(q>hen>4-yl-piperazine and related conpds. as 
antipsychotic agents for the treatment of mental disorders) 

RN 928242-97-1 CAPLUS 

CN Cyclohejtanecarboxamide, 4-[3-(4-benzo[b)thien<4-yl-l-pip«raziiiyl)propo)ty]- 

N-(cyanomethyl)- (CA INDEX NAME) 
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OTHER SOURCE (S): 
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(Rl)nArl I 




Karen Cheng 



Title corapds. [I; m - l-3i n - 0, 1» Arl - (bi)aryi; heteroaryl* Rl - 
alkylene; R2, R3, RS - H. alkyli R4 - aralkyl, cycloalkyl, heterocyclyl, 
heteroaralkyl, etc.]. were prepared for treatment of osteoporosis, tumor 
metastasis, unstable angina, and plaque rupture (no data) . Thus, title 
compound (II) was prepared in 81% yield as a separable mixture of isomers 

coupUng of the corresponding add and amine in DHF using BOCI 
hydrochloride, HOBt, and N-methylmorpholine. 
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IT 924298-8B-4P 924298-89-5P 

RL: PAC (Pharmacological activity) » SPN (Synthotic preparation)) THU 
(Therapeutic use) > BIOL' (Biological study) i PREP (Preparation); USES 
(Uses) 

(preparation of (hetero) arylcarbonylaminocycloaDcylcacboxamides as 
cathepsin 

K inhibitors) 
ni 924298-BB>4 CAPLUS 

ON Carbanic add, N-( (2R) -2-cyano-2-[ ( [ (1R,2S) -2-[ [ (l-Dethyl-lR-lndol-2- 
yl) carbonyl] amino] cyclohexyl] carbonyl] amino] ethyl] -N- (4-nethoKyphenyl) - 
phenylBWthyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




one 



tat 924298-89-5 CAPLUS 

CM Carbamic acid, N- ( (2S) -2-cyano-2- [ t [ (IR, 25) -2-( Kl-methyl-lH-lndol-2- 
yl) carbonyl] amino] cyclohexyl] carbonyl) amino) ethyl] -M- (4-methoxyphenyl) - 
phenylnethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: A generally applicable method for assessing the 

electrophilicity and reactivity of diverse 

nitcile-containing compounds 
AUTmR(S): Oballa, Renata H.i Truchon. Jean-Francoisf Bayly, 

Christopher I.i Chauret. Nathaliet Day, Stephen) 

Crane, Sheldon; Berthelette, Carl 

Department of Medicinal Chemistry, Merck Frosst Centra 
for Therapeutic Research, Kirkland, QC, H9H 3L1, Can. 
Bioorganic t Medicinal Chemistry Letters (2007), 
17(4), 999-1002 

CODEN: BMCLEBl ISSNt 0960>B94X 
Elsevier Ltd. 
Journal 
English 

Nitrile-based inhibitors of cathapsin K have been known for some time and 
mechanism-of- action studies have demonstrated that cysteinyl proteases 
interact with nitriles in a reversible fashion. Three main classes of 
nitrile-containing inhibitors have been pubUahed in the cathepsin K field: 
(i) cyanamides. (ii) aromatic nitriles, and (iii) aminoacetonitriles. A 
coa^tational approach was used to calculate the theor. reactivities of 
diverse nitriles and this was found to correlate with their extent of 
reactivity with free cysteine. Moreover, there is a tentative Unk 
between high reactivity with cysteine and the potential to lead to 
irreversible covalent binding to proteins. 
294 623-49-7, L-00623S 354B13-19-7, BaUcatlb 

RL: B5U (Biological study, unclassified)! PEP (Physical, engineering or 
chemical process)* PRP (Properties)* BIOL (Biological study) i PROC 
(Process) 

(method for assessing electrophilicity and reactivity of diverse 
nitrile-containing compds.) 
294623-49-7 CAPLUS t • ...... 

Benzamide, N-[l-[ [ (cyanomethyl) amino] carbonyl) cyclohesyl) -4- (2- (4-aathy 1-1- 
piperazinyl)-4-thiazolyl]- (CA INDEX NAME) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE; 
LANGUAGE: 
AB 



.Crt>0-l»-p 



C-NR-CH2-CN 



RN 354813-19-7 CAPLUS 

CH Benzamide, N-[l-[[ (cyanomethyl) amino] carbonyl] cyclohexyl) -4- (4-pr<^l-l- 
piperazinyl)- (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 146:184461 
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Karen Cheng 



Title compds. {It Rl - H, (substituted) alkyl, aryli X - bond, NH. Of R2 • 
H, substituentt R3, RS - H, alkyl) R4 - (substituted) cycloalkyl, 
heterocycloalkyl, alkyl, aryl. heteroaryl) M - (CH2)n; n - 0-4i Y - N, 
CR7i R7 - H, N02, cyano, amino, halo, acyl, (substituted) alkyl* R2R3 - 
NR6C0* R6 - H, (substituted) alkyl* R3R4 - (substituted) alkylene* with 
provisos], were prepared Thus, Et 4-chloro-lH-pyrrolo(2, 3-b) pyridine-5- 
carboxylata (preparation glvsn) and (is, 2R) -2-raethylcyclohexanamine were 
reflused with dlisopropylethylamlne in BuOH in a sealed tube at 
160* under microwave irradiation to give Et 4- lraethyl( (IS, 2R) -2- 
methylcyelohexy 1) ami no] - IH-pyr rolo [ 2 , 3-b] py ridi ne- S>ca rboxyla t e . The 
latter inhibited JAK3 by >50% at 10-5 H. 
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IT 920961-20-2P 920961-24 -6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Usea) 

(preparation of as azolopyridines as inhibitors of JAK3 janus protein 
* kinase) 
RH 920961-20-2 CAPLUS 

CM CyelohtxanecarbOKamida, N-(cyanoiBathyl)-4- (^,6-dihyd^o•2•oxolfflidazo(4,5- 
d]py^rolo[2,3-b}py^idi^-l(2H}-yl)-, trans- (OA INDEX NAME) 

Relative stereochemistry. 




RN 920961-24-6 CAPLUS 

CN Cycloheaanecarboxamide* N-{cyanomethyl)-4-(3,6-dihydro-2-oaolmidazo[4,S- 
d]fiyrrolo(2.3-b]pyridin-l(2H)-yi)-N-Dathyl-, trans- (OA INDEX NAME) 

Relative stereochemistry. • < . . v • < > 



Me 
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AB This Invention relates to a class of conpds., represented by the fonula 
I, which are cysteine protease inhibitors, including but not limited to, 
inhibitors of cathepsin K, L, S and B. Coapds. of formula I wherein Rl 
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and R2 are halo; R3 is H, Cl-6 (halo)alkyl, C3-6 cycloallcyl and 
(hetero) aryl; and their pharraaceuticaily acceptable salts, stereoisomers 
and N-oxides, thereof are clairaed. These conpds. are useful for treating 
diseases in which inhibition of bone resorption Is indicated* such as 
osteoporosis, osteoarthritis and rheumatoid arthritis. EKaaqF>le compd. I 
(Rl- R2 - Fi R3 - CH2CF3) was prepd. by olefination of 

benzyloxyacetaldehyde with (2- [ (4R) -4-benzyl-2-oxo-l. 3~oxazolldin-3-yl] -2- 
oxoethyllphosphonate; the resulting (4R) -4-benzyl-3- [ (2B) -4- (benzyloxy) but- 
2-enoylJ-1.3-oxazolidin-2-one underwent Diels-Alder cyclization with 
2- ( t riffle thy lsilyloxy)-l,3-butadiene to give (4R) -4-benzyl-3-( ( (IR. 2R) -2- 
[ (benzyloxy) methyl} -4-OKOcyclohexylJcarbonylJ -1.3~oxazolidin-2-one. which 
underwent fluorination to give the corresponding dif luorocyclohexane 
deriv. , which underwent Suzuki cross-coupling with hydride redn. to give 
( (IR, 2R) -2- [ (benzyloxy) methyl] -4, 4-difluorocyclohesyl] methanol, which 
underwent oxidn. to the corresponding aldehyde, which reacted with Et 
(4- (methylthio) phenyl] acetate to give Et 3- [2- [(benzyloxy) methyl] -4,4- 
di f luorocyclohexyl} - 3- hyd roxy-2- [ 4 - (methylthio) phenyl] propanoate , which 
underwent oxidn. to give the 3-oxopropanoate deriv., which underwent 
cyclization to give the corresponding 1- (trifluoroethyl) -lH-pyrazol-5-ol, 
which underwent sulf onylation, to give the corresponding pyrazol-S-yl 
triflate deriv., which underwent double hydrogenation to give 
[ (IR, 2R) -5, 5-dif luoro-2- [4- ( 4- (methylsulf onyl) phenyl] -1- (2, 2, 2- 
trifluoroethyl)-lH-pyrazol-3-yl]cyclohexyll methanol, which underwent 
oxidn. and amidation with 1-aminocyclopropanecarbonitrile hydrochloride to 
give compd. I. All the invention compds. were evaluated for thalr 
cathepsin cysteine protease inhibitory activity. These coapds. may be 
useful in the treatment of bone resorption diseases. 
IT 919109-75-4P 919109-76-5P 919109-77-6P 
919109-7B-7P 919109-79-aP 

RL: PAC (Pharmacological activity); PXT (Pharmacokinetics); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(drug candidate; preparation of arylpyrazolylcyclohexanecarboxamides as 
cysteine protease inhibitors useful in disease treatment requiring 
inhibition of bone resorption) 
RN 919109-75-4 CAPLUS 

CN Cyclohexanecarboxamide, N- (1-cyanocyclopropyl) -5, 5-dif luoro-2-[4-[4- 
(methyl9ulf onyl) phenyl] -1- (2, 2, 2-trif luoroethyl) -lH-pyrazol-3-yl] 
(IR,2R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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.CN Cyclohexanecarboxamide. S.5-dichloro-N- (1-cyanocyclopropyl) -2- [4-[4- 
(methylsulfonyl) phenyl] -I- (2. 2, 2-trif luoroathyl) -lH-pyrazol-3-yl] 
(1R,2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




CN CyclohexanecarboxaiBide, N-(l-cyanocyclopropyl)-S,S-difluoro-2-[l-methyl-4 
[4- (methylsulf onyl) phenyl] -lH-pyraKol-3-yl]-. (1R,2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 919109-78-7 CAPLUS 

CN Cyclohexanecarboxamide, 5, 5-dichloro-N- (1-cyanocyclopropyl) -2-{l-mothyl-4 
l4-(methylsulfonyl)phenyl]-lH-pyrazol-3-yll-, (IR,2R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 919109-79-8 CAPLUS 

CN Cyclohexanecarbovamide, N- (1-cyanocyclopropyl) -S. 5-dlf luoro-2-[4-{4- 
(Bathylsulf onyl) phenyl] -lH-pycazol-3-yl] -, (1R,2R)- (CA INDEX NAME) 

Absolute 9teraoch«aistry. 




IT 919110-00-2 

RL: RCT (Raactant) t RACT (Reactant or reagent) 

(starting materiali preparation of arylpyrazolylcyclohexanecarboxaBddea 

as 

cysteine protease inhibitors useful in disease treataent requiring 
inhibition of bone resorption) 
RN 919110-00-2 CAPLUS 

CN CycloheKanecarboaamide, N- (cyanoaethyl) -S,5-difluoro-2-[l-iMthyl-4-[4- 
(nethylthio) phenyl] -IH-pyrazol-a-yl]-, (1R,2R)- (CA INDEX NAME) 

Absolute steraochenlstry. 
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2006:937462 CAPLUS 
145:465162. 

Substrate mapping and inhibitor profiling of 
falcipain-2, falcipaln-3 and berghepain-2; 
Implications for peptidase anti-nalarial drug 

di scove ry 

Ramjee, Hanoj X. i Flinn, Nicholas S.i Peidserton, Tracy 
P.I Quibell, Martini Wang. Yikangi Watts, John P. 
Afflura Therapeutics Limited, Horizon Park, Coi^rton, 
• CB3 7AJ, UK 

Biochemical Journal (2006), 399(1). 47-57 
CODEN: BIJOAKi ISSN: 0264-6021 
Portland Press Ltd. 
Journal 
English 

The PlasBodlum falciparum cysteine peptidases FP-2 (falclpain-2) and FP-3 
(f alcipain-3) , members of the papaln-like CACl family, are essential 
hemoglobinases and are therefore potential antimalarial drug targets. To 
facilitate a rational drug discovery program, in the current study the 
authors analyzed the synthetic substrate and model inhibitor profiles of 
FP-2 and FP-3 as well as BP -2 (berghepain-2) , an ortholog from the rodent 
parasite Plasmodlun berghei. With respect to substrata catalysis. FP-2 
exhibited a promiscuous substrate profile based around a consensus 
nonprimeside motif. FP-3 was somevhat more restricted and BP-2 was 
comparatively specific. Substrate turnover for FP-2 was driven by a basic 
or acidic PI residue, whereas for FP-3 turnover occurred predominately 
through a basic PI residue only, and for BP-2, turnover was again mainly 
through a basic PI residue for some motifs and surprisingly a glycine in 
the PI position for other motifs. Within these PI binding elements, 
addnl. recognition motifs were observed with subtle nuances that switched 
substrate turnover on or off through specific synergistic combinations. 
The peptidases ware also profiled against reversible and irreversible 
cysteine peptidase inhibitors. The results reiterated the contrasting 
kinetic behavior of each peptidase as observed through the substrate 
screens. \^ 

The results shaved that the substrate and inhibitor preferences of BP-2 
were markedly different from those of FT-2 and FP-3. When FP-2 and FP-3 
were compared to each other they also displayed similarities and soma 
significant differences. In conclusion, the in vitro data highlights the 
current difficulties faced by a peptidase directed antimalarial medicinal 
chemical program where coapds. need to be Identified with potent activity 
against at least three peptidases, each of which displays distinct 
biochem. traits. 
IT 354813-34-6 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)} BIOL 
(Biological study) i USES (Uses) 

(substrate mapping and inhibitor profiling of falcipain-2, falcipain-3 
and berghepaln-2 and implications for peptidase anti-malarial drug 
discovery) 
RN 354813-34-6 CAPLUS 

CN Benzamide, N-[l-t( (cyanomathyl)ainlno]carbonyl]cyclohexyl]-4-(l-(2- 
Bethoityethyl)-4-piperidinyl]- (9CI} (CA INDEX NAME) 
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The invention relates to the treatnent of obesity, the treatment of 
obesity-related disorders, prevention of weight gain, prevention of weight 
regain or for weight maintenance, :by the -use.of a cathepsin K inhibitor- as 
aefelva ingredient, alone oi in conjunction with other anti -obesity agents. 
The invention also relates to pharmaceutical compns. comprising cathepsin 
K inhibitors as active ingredients, pharoaceutically acceptable carriers 
or excipients, and optionally one or more anti-obesity agents. 
354B13-19-7 354813-34-6 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)i BIOL 
(Biological study)* USES (Uses) 

(cathepsin K inhibitors for treatnent of obesity and obesity related 

disorders) 
354813-19-7 CAPLUS 

Benzanide, N- [ 1- ( ( (cyanoiBethyl) amino] carbonyl] cyclohexyl) -4- (4-propyl-l- 
piparazinyl) - (CA INDEX NAME) 
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RN 354S13-34-6 CAPLUS 

CN Benzamide, N-(l-[ [ (cyanomethyl)amino}carbQnyl]cycloheKyl] -4-(l- (2- 
methoxyethyl)-4-piperidinyll- (9CI) (CA INDEX NAME) 



MeO-CH2-CH2 



C-NH-C 
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AB This invention relates to a genus of compds., such as Nl-(1- 

cyanoeyelopropyl) -4-f iuoro-N2-C (IS) >2, 2, 2- trif luoro-1- {4 ' - (methylsulfinyl) - 
l,l'-biphenyl-4-yll ethyl] -L-leucinamide or N-[l- 
( ( (cyanomethyl) amino] carbonyl] cyclohexyl] -4- (4-propylpipera^in-l- 
yl)ben^amide, which are inhibitors of cathepsin X. These compds. are 
useful for treating or preventing atherosclerosis and atherosclerotic 
cardiovascular disease. 
IT 354813-19-7 354813-34-6 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)! BIOL 
(Biological study)! USES (Uses) 

(cathepsin K inhibitors and treatment of atherosclerosis and 
atherosclerotic cardiovascular diseases and combination with other 
agents) 
RN 354813-19-7 CAPLUS 

CN Benzamide, N-[l-( [(cyanomethyl) amino] carbonyl] cyclohexyl] -4- (4-propyl'>l'> . 
plperazinyl) - (CA INDEX NAME) 



C-NH-CH2-C 
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IT flfl98S8-57-5P 

RL: PAC (Pharmacological activity) ; PRP (Properties) i SPN (Synthetic 
preparation); BIOL (Biological study) i PREP (Preparation) 
(preparation. X-ray powder diffraction, and DSC of 

[ (cyanoaethylcarbanoyl) cyclohexyll (propylpiperazinyl)benzaaide hydrogen 

maleate) 
RN 889858-57-S CAPLUS 

CN Benzamide, N-[l-[[ (cyanomethyl)amino)cacbonyl)cycloheiiyl)>4*(4-propyl-l- 
piperazinyl)-, (2E) -2-butenedioate (1:1) (9Ct) (CA INDEX NAME) 

CM 1 

CRN 354813-19-7 
CMF C23 H33 N5 02 



^—"^J^ C-NH- 



CH2-CN 



AB The invention relates to N-(l- (cyanonethylcarbamoyl) cyclohexyl] -4- (4- 

propylpiperazin-l-yl) benzamide (I) salts and modifications for use in the 
loanufactura of pharmaceutical prepns. * X-ray powder diffraction -and -DSC data ' 
were determined for crystalline nodificatlons of t hydrogen naleata and its 

methanol 

solvate. 

IT 354813-19-7 

RL: PAC (Pharmacological activity)/ PRP (Properties)* RCT (Reaetant)t BIOL 
(Biological study)! RACT (Reactant or reagent) 

(preparation. X-ray powder diffraction, and 6SC of 

[ (cyanoiuthylcarbamoyl) cyclohexyl] (propylplperazinyl) benzamide hydrogen 
maleate) 
RN 354813-19-7 CAPLUS 

CN Benzamide. N-[l-[ [ (cyanamethyl)aminolearbonyl]cyclohexyl]-4- (4-propyl-l- 
piperazinyD- (CA INDEX NAME) 



CRN 110-17-8 
CMF C4 H4 04 



.Double bond geometry as shown. 
^C02H 



H02C 
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glycogen phosphorylase inhibitors demonstrate IC50 ^10 mM. 
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(claimed coiqiound; preparation of chloroindolecarboxamldes as glycogen 
phosphorylase inhibitors) 
887761-56-0 CAPLUS 

lH-Indole-2-carboxamide, S-chloro-N-[ (3R) -3-[ ( (cyanomethyl)methylamino]car 
bonyl]-l,2,3,4-tetrahydro-2-naphthalenyl]- (9CI) (CA INDEX^NAMS) 



Absolute stereochemistry. 





AB Title compds. [I; A - CH. N; B - O. S; W - 01, Q2. Q3; X - CH2. CH2CH2, 
CH20; Y - CH2, CK2CH2, CH20; Z - (substituted) 1,2-arylene, 
1, 2-heteroarylenei Rl. R2 - H, cyano. alkyl. aryl. aralkyl, heteroaralkyl, 
alkenyl, etc.; R3, R4 - H, halo, CF3, cyano, alkyl, al)toxyt with 
provisos], were prepared Thus, 6-araino-S, 6. 7, 8-tetrahydroquinoline, 
S-chloroindole-2-carboxyllc acid, 1* [3- (dimethylaraino)propyl] -3- 
ethylcarbodiioide hydrochloride, and l-hydroxy-7-azabenzotriazole were 
stirred 2 h in THF to give 43t S-chlorolndole-2-carboxylic acid 
(5, 6, 7,8-tetrahydroqulnolin-6-yl) amide. I deemed to posess activity as 
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CO— NH— CH2-CN 



AB A new series of nonpeptidic cathepsin K inhibitors that are based on a 
^substituted cyclohesanecarboxanide motif has been developed. Lead 

optimization yielded conpds. with sub-nanomolar potency and eiiceptional 
selectivity profiles against cathepslns B, L, and S. Use of fluorine 
atoms to block netabolian on the cycloheiryl ring led to compds. with 
excellent 

pharmacokinetic properties. Considering the well-established role of 
cathepsin K in esteoclast-nediated bone turnover, conpds. such as I (hrab 
Cat K IC50 0.2B nH> >800-fold selectivity vs Cat B, L, and St PK data in 
dogs: 7 551, tl/2 - IS h) SKhibit great potential for development as an 
orally bloavailable therapeutic for treatment of diseases that involve 
bone loss. 

IT S30106-95-7 875142-6B-0 875142-70-4. 
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875142-74-8 

RL: BSU (Biological study, unclassified) t BIOL (Biological study) 
(^substituted cycloheKanecarboxamides as cathepsin K inhibitors) 
RN 530106-95-7 CAPLUS 

CM Cyclohexanecar box amide, N- (cyanomethyl) -2-{ ( {4- 

(methylsulfonyl) phenyl] sulfonyll methyl]-. (lR.2R)-rel- (9CI) (CA INDSt 
NMIE) 

Relative stereochemistry. 




RN 875142-68-0 CAPLUS 

CN Cyclohexanecarboxaaide, N- (cyanomethyl) -2- [ [ [4- 

(nethylsulfinyl) phenyl) sulfonyl] methyl]-, (lR,2R)-rel- (9CI) 
NAME) 

Relative stereochemistry. 




RN 875142-70-4 CAPLUS 

CN Cyclohexanecar box amide, N- (cyanomethyl) -2- (4'- (methylsulfinyl) [1,1* 
biphenylJ-2-ylJ-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 875142-74-8 CAPLUS 

CN Cyclohexanecarboxanide, N- (cyanomethyl) -2- {4* -(me thy Isulfonyl) [1,1' • 
biphenyll-2-yl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




IT 530104-B2-6P 819858-00-9P 819858-02-lP 
87S142-62-4P 875142-64-6P 875142-66-8P 
87S142-76-0P e75142-7e-2P e7S142-81-7P 
875142-83-9? 875142-86-2? B7S142-88-4P 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 

preparation); THU (Therapeutic use); BIOL (Biological study) i PREP 

(Preparation); USES (Uses) 

O-substituted cyclohexanecarboxaaides as cathepsin K inhibitors) 
RN 530104-82-6 CAPLUS . 
CN Cyclohexanecarboxamide, N- (cyanomethyl) -2- [[ [4- 

(me thy Ithio) phenyl) sulfony 11 methyl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 8198 58-00-9 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -5, 5-difluoro-2- [4*- 
(methylthio)[l,l>-biphenyl]-2-yl]-, (1R,2R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 819858-02-1 CAPLUS 

CN Cyclohexanecarboxamide, 5,5-dichloro-N-(cyanoawthyl)-2-[4*- 

(raethylthio) (l,l'-biphonyl]-2-yl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



SMe 




RN 875142-62-4 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -2-(4'-(methylthio) [l.l'-biphenyl]- 
2-yl]-, (lR.2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 87S142-64-6 CAPLUS 

CN Cyclohsxanacarboxamida, N- (cyanooethyl) -2- C4' -fluoro[l» l*-biph«nyl) -2'yl) - 
, (lR,2R)-rel- (9CI) (OA INDEX NAME) 

Ralativ* steraocheniatry. 
F 




RN 975142-66-8 CAPLUS 

CN CycloheKanecacboaamide, N- (cyanoaethyl) -2- [ [ [4'> 

(tclfluoroDothoiry) phenyl] suIfonyl]iBathyl]-, (lR,2R)-rel- (9CI} (CA INDEX 
NAME) 

RalativB atareocheraistry. 



RN 875142-76-0 CAPLUS 

CM Cyclohesanecarbovanide, N- (cyanonethyl) -2- [ [ [4- (trif luoromathoay) phenyl-2- 
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tjsulfonyl} methyl}-, (lR,2R)-rel- {9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 875142-7B-2 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanocMthyl)-5,5-difluoro-2-[4*- 

(nethylthioHl.l*-biphenyl]-2-yl]-. (lR.2R)-rel- (CA INDEX NAME) 

Relative ateceochemistry. 




RN 875142-81-7 CAPLUS 

CN CyclohexanacarboKamlde, N-(eyanoaethyl)-S,S-difluoro-2'-[4 
(methylthio) (l,l'-biphenyl]-2-yl]-« (1S,2S)- (9CI) (CA 

Absolute atereochemistry. Rotation (+) . 
SMe 
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RN 875142-83-9 CAPLUS 

CN Cyc lohe xane ca r box amide « N - ( cyanome thyl)-5.'5-difluoro-2-(4'-fluoro[l,l'- 
biphenyl]-2-yl)-. (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereocheBdstcy. 
F 




RN 875142-86-2 CAPLUS 

CN CyclohexanecarboKaraide. N-<eyanOBethyl)-S-fluoro-2-[4'-(Bethylthio) [1,1'- 
biphenyl]-2-yl]-, (IR, 2R,SS)-rel- (9CZ) (CA INDEX NAME) 

Relative stereochemistry. 
SHe 




RN 875142-88-4 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) •5-fluoro-2- [4 '-(mathylthio) {1,1'- 
biphenyl] -2-yl) -, (IR. 2R,5R)-rel- (9CI) (CA INDEX NAME) 

Relative atereochenistry. 
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SHe 




IT 530104-11-lP 

RL: PAC (Pharmacological activity)) RCT (Raactant) } SPN (Synthetic 
preparation)! THU (Therapeutic use)i BIOL (Biological study) i PREP 
(Preparation)? RACT (Reactant or reagent); USES (Uses) 

(^substituted cyclohexanecarboxamide 9 as cathepsin K inhibitors) 

RN 530104-11-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2-1 [ (4-f luorophenyl) thio] methyl] 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochenlatry. 




IT 530104-17-7P 530104-19-9? 530104-21-3? 
530104-25-7P S30104-27-9P 530104-86-0? 
530104-8e-2P 530107-Ol-BP 530107-03-OP 

530107- 09-6P 530107-24-5P 530107-30-3P 

530108- 65-7P 530108-67-9P 530108-69-lP 
530108-76-OP S30109-04-7P 875142-15-7P 
87S142-17>9P 975142-32-8P 875142-35-lP 
875142-39-5P 975142-42-OP 875142-45-3P 
875142-47-5P 875142-49-7? 875142-54-4P • 
875142-5B-8P 975142-60-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

O-substituted cyclohexanecarboxamides as cathepsin K inhibitors) 

RN 530104-17-7 CAPLUS 

CN Cyclohexanecarboxamide, 2- [ [ (4-bromophenyl) thiojaethyl] -N- (cyanooethyl) - 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN S30104-19-9 CAPLUS 

CN Cyelohexanecarboxamide, H- (cyanomethyl) -2- [ (phenylthlo) methyl) 

(lR.2R)-rel- (9CI) (CA INDEX HAKE) 
Relative stereochcnistry. 




RN 530104-21-3 CAPLUS 

CN Cyclohexanecarboxaraide, 2- [ [ (4-chlorophenyl) thlo] nethyl] -N- (cyanomethyl) 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN S30104-25-7 CAPLUS 

CN CyeloheKanecarboxaalde« N- (cyanomethyl) -2- [ [ (4-methylphenyl) thio]methyl] 
(lR,2R)-rel> (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530104-27-9 CAPLUS 

CN Cyclohexaneearboxamlde, N- (cyanomethyl) -2- [ [ (4-methoityphenyl) thio] methyl) 
, (lR,2R)-rel- (9Ct) (CA INDEX NAHE) 

Relative stereochemistry. 




O 



RN 530104-86-0 CAPLUS 

CN Cyclohexanecarboxaralde, N- (cyanomethyl) -2- [( [4- 

(methylthio)phenyl] thio] methyl]-, (lH,2R)-rBl- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN S30104-8B-2 CAPLUS 

CN Cyclohexanecacboxamide, N- (cyanomethyl) -2- 1 ( (4-hydroxyphenyl) thiol methyl) 
, (lR,2R)-rel- (9CI) (CA INDSC NAME) 

Relative stereochemistry. 
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RN 530107-01-8 CAPLUS 

CN Cyclohexanecacboxamide« 2- { (2-benzothiazolyl thio) nethyl] -N- (cyanomethyl) 
(lR,2R)-rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN 530107-03-0 CAPLUS 

CN Cyclohexanecarboxaaide, 2-[ (2-benzoxazolylthlo) methyl] -N- (cyanomethyl) 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530107-09-6 CAPLUS 

CN Cyclohexanecarboxamlde, H> (cyanomethyl) -2>( (2>pyrlmidinylthlo) methyl) 
(lR.2R)-rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 
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RN 530107-24-5 CAPLUS 

CN CycloheManocarboxamide, N- (cyanoattthyl) -2- [ [ [5- (4-pyridinyl) -1, 3, 4- 
oxadiazol-2-yl] thio] methyl]-. (lR,2R)-cel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530107-30-3 CAPLUS 

CN Cyclohexanecarboxamida. N- (cyanomethyl) •2'- [[ (2, 4- 

dlchlorophenyl) thio] methyl)-, (lR,2R)-rel- (9CI) (CA' INDEX NAME) 

Relative stereochemistry. 




RN 530108-65-7 CAPLUS 

CN Cyclohexanecarboxamida, 2- [ [ (3-bromophanyl) thio) methyl) -N- (cyanomethyl)-, 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530108-67-9 CAPLUS 

CN Cyclohexanecarboxaoide, N- (cyanomethyl) -2- ( ( (3-f luorophenyl) thio) methyl) - 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Karen Cheng 



10560672restrict 



Lll ANSWER 14 or 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




0 



RN 530108-69-1 CAPLUS 

CN CyclotiManacarboxaiBida. 2>[ ( O-aBlnophenyl) thio] nethyl] -N- (cyanomathyl) 
(lR.2R)-ral- C9CI) (CA INDEX MAKE) 

Ralativ* steraoehamistry. 




0 



RN 530108-76-0 CAPLUS 

CN Cyclohaxanacarboxamide, N- (cyanonethyl) -2-[ [ (3-hydroxyphenyl) thio]machyl] - 
« (lR,2R)-rel- OCX) (CA INDQC NAME) 

Ralativa stacaochamistry. 




CN CyelohaKanacarboxanid*, N- (cyanonathyl) -2-[ [ (4-lodophanyl) thlolnathyl]-. 
(lR.2R)-rai- (9CI) (CA INDEX NAME) 

Ralativa staraoehaaistry. 
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RN B75142-15-7 CAPLUS 

CN CycloheKanacarboxanide, N- (cyanomathyl) -2-[ (phenylnathyl) thio] 
(lR,2R)'ral- (9CI) (CA INDEX NAME) 

Relative stereochemlstcy. 



Ph' 




RN 975142-17-9 CAPLUS 

CN Cyclohexanacarboxamide, N-(cyanonathyl)-2-{(phanylaathyl)thiD]-. 
(lR.25)-rei- (9CI) (CA INDEX NAME) 

Relative atereochonistry. 




RN 875142-32-8 CAPLUS 

CN Cyclohexanecarboxamide, 2- [ { (4-aninophanyl) thio]0athyl)*N- (cyanoDethyl) - 

(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 675142-35-1 CAPLUS 

CN Cyclohaxanacarboxamlde, 2- [ [ (3-chlorophenyl) thio] nethyl] -N- (cyanosNthyl) 
[l'R,2R)-rel- (9CI) (CA INDEX HAKE) 

Relative stereochemistry. 




O 



RN 875142-39-5 CAPLUS 

CN Cyelohexanecarbosamide, N- (cyanomathyl) -2- ( [ (3-methoxyphenyl) thio) methyl] - 
, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 875142-42-0 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanomethyl)-2-([ (3.5- 

dlchlorophenyl) thio] methyl]-, (lR,2R)-ral- (9CX) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 875142-45-3 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanomethyl)-2-((<2,S- 

dlchlorophenyl) thio] methyl]-, (lR,2R)-ral- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




CI 

RN 875142-47-5 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl)-2-[( <2,4,S- 

trichlorophenyl) thio) methyl)-, (lR,2R)-rel- (9CX) (CA INDEX NAME) 

Relative stereochemiatry. 




CI 

RN 875142-49-7 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomathyl) -2- [(lH-imidasol-2-ylthio) methyl] 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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(Continued) 
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RN 87S142-S4-4 CAPLUS 

CN Cycletiexanecarboxanide. N-(cyanonethyl)-2-[ (2-thiazolylthio)nethvl]-, 
(lR,2R)-rol- (9CI) (CA INDEX NAME) 

Ralativa stareochemistcy. 




RN 875142-58-8 CAPLUS 

CN . Cyclohexanecacboxaoida. N- (cyanorasthyl) -2- [2- [4- ( me thylthio) phenyl] ethyl] - 
. (lR.2S)-rei- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




O 



RN 875142-60-2 CAPLUS 

CN CyclohexanecarboxaBide, N-(cyanoBethyl)-2-[ (lZ}-2-(4- 
(Mthylthio)phenyl]ethenyIl (lR,2S)-rel- (9CI) (CA INDEX NAKE) 

Relative steceochemistry. 
Double bond geonetcy as shovn. 




IT 926312-34-7 

RL: RCr (Reactant)i RACT (Reactant or reagent) 

(^-substituted cyclohexanecarboxanides as cathepsin K inhibitors) 
RN 926312-34-7 CAPLUS 

CN Cyclohexanecacboxamide, 2- (2-broaophenyl) -N- (cyanoaethyl) -5, S-dif luoro-, 
(lR,2R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




F 



IT S30104-13-3P 530104-43-9P 819658-51-OP 

875142- 92-0P 075142-94-2P 875143-32-lP 

875143- 37-6P B75143-39-8P 875143-69-4P 

RL: RCT (Reactant); SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(P- substituted cyclohexanecarboxamidas as cathepsin K inhibitors) 
RN 530104-13-3 CAPLUS 

CN , Cyclohexanecarboxamide, N- (cyanoaethyl) -2- (hydroxymethyl) (IR, 2R) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530104-43-9 CAPLUS 

CH« Cyclohexanecarboxaraide, N- (cyanoaethyl) -2-[ [ (4 - 

fluorophenyDsulfonylJnethyl]-. (lR,2R)-rel- (9CI) (CA INDEX NAME) 
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Relative atereochenistry. 




RN 819858-51-0 CAPLUS 

CN CyclohexanecarboxaMlde, 2- (2-broBOphenyl) -N- (cyanoaethyl) -S» S-dif luoro-, 
(1R,2R)- (9CI) (CA INOQC NAHE) 

Absolute steceochenistry. 




F 

RN 875142-92-0 CAPLUS 

CN Cyclohesanecarbosylic acid, 2- [( (cyanoaethyl) aninolcarbonyl]-, 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 875142-94-2 CAPLUS 

CN Cyclohexanecarboxamide. N-(cyanoaethyl)-2-tt( (4- 

nethylphenyl)sulfonyl]oxy] methyl]-, (lR.2R)-rel- (9a) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 875143-32-1 CAPLUS 

CN Cyclohexanecarboxamide, 2- (2-broDophenyl) -N- (cyanomathyl) (IR, 2R) -rel- 
(9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN 875143-37-6 CAPLUS 

CN Cyclohexanecarboxamide, 2-1 [ (2-bromo-4- (trifluororaethoxy) phenyl] thio) me thy 
11 -N- (cyanomathyl) (lR.2R)-cel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 875143-39-8 CAPLUS 

CN Cyclohexanecarboxamide, 2- [ [ [2-bromo-4- (trif luoromethoxy) phenyl] sulfonyl] m 
ethyl] -N-(cyanomethyi)-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 875143-69-4 CAPLUS 

CN Cyclohexanecarboxamide, 2- (2-bromophenyl) -5. 5-dichloro-N- (cyanoaethyl) 

(lR,2R)-rel- (9CI) (CA INOSC' NAME) 

Relative stereochemistry. 
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CI 



IT 9263n>55-9P 926311-5e-2P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 

(^aubatituted cycloheKanecarboxamides as cathepsin K inhibitors) 
RN 926311-55-9 CAPLUS 

CN CycIoheKanecarboxamide, N- (cyanomethyl) -5* 5-dlf luoro-2- (4 * - 

<nethyl9ulfinyl) [l.l'-blphenyl]-2-yl]-, (lR,2R)-rel- (OA INDEX NAME) 

Relative etareochemiatry. 




RN 926311-58-2 CAPUJS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -5, S-difluoro-2- [4*-' 

<aethyl9ulfonyi)(t,l'-biphenyl]-2-yl)>, (lR,2R)-rel- (CA INDEX NAME) 

Relative stereocheaistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
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A aeries of achlral aainoacetonitriles, bearing tri-ring benzanide 
Boieties and an amlnocyclohexanecarboxylate residue was prepared This 
coobination of binding elenents resulted in sub-250 pM, reversible, 
selective, and orally bioavai labia cathepsin K inhibitors. Lead conpds. 
displayed single digit nanonolar inhibition in vitro (of rabbit 
osteoclast-mdiated degradation of bovine bone) . The best coapound in this 
series, I (CRA-013783/L-006235) , was orally bioavailable in rats, %rith a 
terninal half-life of over 3 h/ I was dosed orally in ovariectoaized 
rhesus aonkeys once per day for 7 days. Collagen breakdown products were 
reduced by up to 761 dose-dependently. Plaaaa concns. of I above the bone 
resorption IC50 after 24 h indicated a correlation between functional 
cellular and in vivo assays. Inhibition of collagen breakdown by 
cathepsin K inhibitors suggests this aechanisa of action may be useful in 
osteoporosis and other indications involving bone resorption. 
B71B28-07-8P 

RL: PAC (PharDacological activity)! RCT (Reactant) f SPN (Synthetic - 
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preparation); BIOL (Biological study); PREP (Preparation)! RACT (Reactant 
or reagent) . 

(prepn. and cathepsin inhibitory activity of 

((arylaBido)cycloheKyl]carbonylafflinoacetonitriles starting from 
(Boc-aaino)cyclohexanecarboxylic acid using a aultistep procedure) 
871B2B-07-8 CAPLUS 

Benzaaide, 4-broBO-N-(l-[[(cyanoBethyl)aaino]carbonyl]cyelohexyl]- (9CI) 
(CA INDEX NAME) 







0 


CH2-CN 






294622 


-31-4P 


294622 


-33-6P 


294622- 


-34 


-7P 


294622 


-35-8P 


294622-36-9P 


294622-37- 


-OP 


294622-81-4P 


294623 


-49-7P 


354613- 


-19- 


-7P 


e7182B-0S-6P 


871628 


-06- 7P 


871628- 


-08- 


-9P 


871826- 


-09-OP 


871828- 


-10-3P 


871628- 


■11- 


-4P 


871828- 


-12-5P 


871828- 


-13-6P 


871828- 


•17- 


-OP 


871828- 


-24-9P 


871828- 


-2S-0P 


871828- 


-37- 


-4P 


871828-38-5? 


871828- 


-39-6P 


871828- 


-40- 


-9P 


871828 


-41-OP 


871829- 


-42-lP 


871828- 


-43-2P 


871828- 


-44-3P 


871829- 


-45-4P 


871828- 


-46- 


•5P 


871828- 


-47-6P 


871828- 


-48-7P 


671828-63- 


-6P 


871828- 


-64-7P 


871826- 


-65-8P 









RL: PAC (Pharaacological activity)! SPN (Synthetic preparation)! BtOL 

(Biological study)! PREP (Preparation) 

(preparation and cathepsin inhibitory activity of 
[(arylamido)cyclohexyl)carbonylaainoacetonitriles starting fron 
(BoG-amino)cyclohexanecarboxyUc add using a aultistep procedure) 

294622-31-4 CAPLUS 

Benzaaide, N-[l-[ [ <cyanoaethyl)afflino)carbonyl]cyclohexyl] -4- (4- 
aorphoUnyl)- (9CI) (CA INDEX NAME) 



O 



NH-CH2-CN 



RN 294622-33-6 CAPLUS 
CN Benzaaide, N-[l>( [ (cyanc 
(diaethylaaino)- (9CZ) 



aethyl) aaino) carbonyl] cyelohexyl) -4- 
(CA INDEX NAME) 
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J-NH-CH2-CN 
O 

RN 294622-34-7 CAPLUS 

CN Benzenepropananide, N>{1>([ (cyanomethyL) amino] carbonyl]cyclohexyl]> (9CI) 
(CA INDEX NAME) 



NH-C-CH2~CH2-Ph 



C-NH-CH2-CN 



RN 294622-35-8 CAPLUS 

CN Benzamide, N- (l-[ncyanomethyi) amino] cacbonyl1cyclohe>yll>4-(4-methyl-l- 
piperazinyl) - |9CI) (CA INDEX NAME) 



C-N»-CH2-CN 



RN 294622-36-9 CAPLUS 

CN Banzamido, 3-broBo-N-(l-( ( (cyanomathyl) amino] carbonyllcyclohasyl]- (9CI} 
(CA INDEX NAME) 



C-NH-CH2-CN 



RN 294622-37-0 CAPLUS 

CN U,l'-»iph«nyl]-3-cacboiiaaide, N-[l-[[ (cyanonathyl) amino] csrbonyl]cyeloh«M 
yl]- (9CI] (CA INDEX NAHE) 



Lll ANSWER 15 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



C-NH-CH2-CN 



RN 294622-81-4 CAPLUS 

CN Benzanide, N-[l-[[(cyanomethyl)aaino]carbonyl]cyclohaityl]-4-[2-<4- 
norpholinyl)-4-thiazolyl]- (SCI) (CA INDEX NAME) 



C-NH-CH2-CN 



RN 294623-49-7 CAPLUS 

CN Benzaaida. N-(l-({ (cyanofflethyl)ami^o]carbonyl]cycloh•xyl]-4-[2-(4-mat!)yl-l- 
pipe^azinyl)-4-thiazolyl]- (CA INDEX NAME) 



C-NH-CH2-CN 
O 



RN 3S4813-19-7 CAPLUS 

CN Benzamide, N-tl-[[ (cya^omethyI)amino]carbonyl]cycloh«xyl]-4-(4-propyl-l- 
pipe^a^i^yl)- (CA INDEX NAME) 



NH-CH2-CN 



RN 87182B-OS-6 CAPLUS 

CN 4-Thiazol«carboxamide, N-[l-( [ (cyanoBethyl)aminolcarbonyl]cycloh«)cyl] -2- (4- 
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pyridinyD- (9CI) (CA INDEX NAHE) 



5 C-NH-CH2-CN 
O 



RN 871828-06-7 CAPLUS 

CN Banzamid*. 4-amino-N-[l>(((eyanomethyl) amino] cacbonyllcyclotteiiyl]- (9CI) 
(CA INDEX NAHE) 
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NC-CH2-NH-C 
O 

RN 87182B-11-4 CAPLUS 

CN Benzamida, N-[l-[( (cyanomethyl) amino] cacbonyl)cycloheKylJ-4-ethynyl- (9CI) 
(CA INDEX NAHE) • 



^ I ^ C-NH-< 



RN 87182B-12-5 CAPLUS 

871828-08-9 CAPLUS ' „ ^ . ^ tl. I' -BiphenylJ -4-carbo*amide, N-{l-(t(cyanomethyl) amino] carbonyl)cyclohe« 

2-Thiophenecarboxamide, 5-bromo-N-[l-[[(eyanofflethyl) amino] carbonyl]cyclohe yl]- (9CI) (CA INDEX NAME) 
>yl]- (9CI) (CA INDEX HAKE) 



C-NH-CH2-CN 
O 



RN 871828-09-0 CAPLUS 

CN Senzamide, N-(l-[ [ (cyanom«thyl)amino]cacbonyl]cycloheayl] -4-[ (4-methyl-l- 
piparazinyDcarbonyl]- (9CI) (CA INDEX NAME) 




0 



RN B71B28-10-3 CAPLUS 

CN Benzamida, N-(l-[[ (cyanaaethyl)anino]carbonyl]cyclohesyl]-4-[ (4-Bethyl-l- 
piparazinyDsulfonyll- (9CI) (CA INDEX NAME) 



jJ-NH-CH2-CN 
0 

RN 871828-13-6 CAPLUS 

CN (l,l'-Biphenyl]-4-carboKamide, N-[l-[[ (cyanomethyl) amino] carboRyl}cyclohex 
yl]-4*-(difflethylamino)- (9CI} (CA INDEX NAME) 



'■^X-'^S^ C- NH- CHj- CN 

0 

RN 871828-17-0 CAPLUS 

CN (1, 1' -Biphenyl) -4-carboxamide, N- [I- [ [ (cyanomethyl) amino] cacbonyl] cyclohea 
yl] -4' -[methyl (l-methyL-3-pyrroUdinyl) amino]- (9CI) (CA INDEX NAME) 



Karen Cheng- 



10560672restrict 



Lll ANStfER IS OP 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 

He 

I 



NC-CH2-HH-C 



5 



RN 871828-24-9 CAPLUS 

CN [1.1* -Blphttnyl] -4 -carbosamide, N- [ 1- [ { (cyanonethyl) afflino] carbonyl] cyclohen 
yll-4'-tt(2S>-l-m«thyl-2-pytroUdinylJm«tho«yl- (9C1) (CA INDEX HAME) 

Absolut* 9ter«och«ml9try. 
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RN 871828-25-0 CAPLUS 

CN (1,1* -Biphanyl] -4-carboiiaiBlda, N-(l- [ ( (cyanomathyl) amino] carbonyl] cyelohe> 
ylJ-4'-lIl-(2-Biethoiiy«thyl)-4-pipecidinyl]oiiy]- (9CI) (CA INDEX NAME) 



CH2-CH2-0Ma 



NC-CH2~NH-C 
II 



RN 871828-37-4 CAPLUS 

CN Benzamide, N-[l-([ (cyanomethyl)amino]cacbonyl]cycXohasyl]-4-|2-(4- 
morphoUnylmethyl)-4-thia2olyll- (9CI) (CA INDEX NAME) 



C~NH-CH2-CN 



RN 871828-38-5 CAPLUS 

CN Benzaraide, N-(l-[ [ (cyanonethyl) amino] cacbonyl]cyclohciryl] -4- [2-13- 
(dimethylamino)-l-pyrrolidinyll-4-thiaiolyl]- (9CI) (CA INDEX NAME) 
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C-NH-CH2-CN 



RN 871828-39-6 CAPLUS 

CN Banzaaida, N- (l-([(cyanaMthyl) ami nol carbonyl) cyclobesyl] -4- [2- (l-aethyl-4- 
piparidinyl)-4-thiazolyl|- (9CI» (CA INDEX NAME) 



|-NH-Ca2-CN 



RN B71B2B-40-9 CAPLUS 

CN Bansamida, N-[l-[[ (cyanoraathyl) amino] carbonyl] cyclohexyl] -4-[2-[ (4-methyl- 
l-pip«razinyl) methyl] -4-thiazolyl]- (9CI) (CA INDEX NAME) 



C-NH-CH2-CN 



RN 871828-41-0 CAPLUS 

CN Banzamid*. 4-t2-[ (3R) -3-amino-l-pyrroUdinylJ-4-thiazolylJ-N-tl- 
[[(cyanoBWthyl) amino} carbonyl) cyclohexyl)- (9CI) (CA INDEX NAME) 

Absolute atereochemistry. 



RN 371929-42-1 CAPLUS 

Karen Cheng 




Lll ANSWER IS OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN Benzamide. N-(l-[ [ (cyanomethyl)anino]cartwnyl)cyclohe«yl)-4-(2- (1,4- 
dimethyl-4-piperidinyl)-4-thlazolyl}- (9CI) (CA INDEX NAME) 



Me 



C-NH-CH2-CN 



RN 871828-43-2 CAPLUS 

CN Benzaraide, N-[l- [[ (cyanonethyl) amino] carbonyljcyclohesyl) -4-[2- (4- 
piperidinyloiiy)-4-tJiiazolyl]- (9CI) (CA INDEX NAME) 



RN 871828-44-3 CAPLUS 

CN Benzamide, N-{l-({ (cyanomethyl)amino)carbonyl)cyclohejTyl] -4-(2-[4-[ (1- 
nethylethyl) amino) -1-piperidinyl] -4-thiazolyl)- (9CI) (CA INDEX NAME) 



i-PrNH ^ 



C-NH-CH2-CN 



RN 871828-45-4 CAPLUS 

CN Benzamide, N-[l-( t (cyano»ethyl)aainoJcarbonylJcycloheicyl)-4-(2-(methyl(4- 
nethyl-l-piperazinyl)amlno)-4-thiazoiyl)- (9CI) (CA INDEX NAME) 



Cr4>TD-lH0 



C-NH-CH2-CH 



RN 87182S-46-S CAPLUS 

CN Benzamide. H-(l-[ [ (cyanOBethyl)amino}carbonyl)cyclohexyl] -4-[2-[4- 



10560672restrict 
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(mathyl(l-Mthylethyl)aBino]>l-piporidinyl]*4-thlazolyl]- (9CI) (CA INDEX 
NAKB) 



I C-NK-CHZ-CN 



RN 871828-47-6 CAPLUS 

CM Benzaraide. N-[l-( [ (cyanomethyl) amlno]cacbonyl]cycloheKyl] -4-{2-[4- 

ltatcahydco-2H-pycan-4-yl)-l-pipecazinyll-4-thia«olyll- (9CI) (CA INDEX 



C-NH-CH2-CN 



BN 871828-48-7 CAPLUS 

ON Banzamlda. N>[l-[ ( (cyanoaethyl)anino]cacbonyl]cyclohaxyl] <4-(2<(4- (2» 
Betho«y«thyl)-l-pip«raiinyll-4-thiazolyll- (9CI) (CA INDEX NAHE) 



MaO-CH2-CH2 



C-NH-CH2-CM 
II 



RN 971828-63-6 CAPLUS 

CN Banzaaide, N-[l-[((cyanomthyl)amino]carbonyl]cycloha)cyl]-4-[2-(4-(4- 
morphoUnyl)-l-piperldinyl]-4-tKiazolyl)- (9CI) (CA INDEX NAME) 



C~IIH-CH2-C 
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CN 



871828-64-7 CAPLUS 

Benzamlde, 4- (2- (1,4' -bipiparidinj -1' -yl-4-thiazolyl) -N- 1 1- 
([(cyanon»thyl)aminD]carbonyl]cycloheBylI- (9C1) (CA INDEX NAME) 



C~NB-( 



87182S-6S-8 CAPLUS 

Banzanlda, N-{l-{ { (cyanoiaethyl) amino) carbonyl] eyclohaicyil -4- t2-C4 - (1, 1- 
diiDethylethyl)-l-pip«razinyl)-4-thiazolyl)- (9CI) (CA INDEX NAHE) 



t-Bu ' 

C~NH-CH2-CN 



22S122-33-8P 294622-49-4P 871828>15-8P 
871828-55-6P 871826-57-6P 

RL: RCT (Reactant)t SPN (Synthetic pceparation) i PREP (Preparation)! RACT 

(Reactant or reagent) 

(preparation and ca the pa in inhibitory activity of 

{ (arylamido)cyclohexyl]carbonylaiainoacetonitril«9 starting froa 

(Boc-amino)cyclohexanecarboxylic acid using a oultistep procedural 

225122-33-8 CAPLUS 

Carbamic acid, (l-[ [ (cyanomethyl)aminol carbonyl] cyclohairyXJ-, 
l.l-dinethylethyl ester (9CI) (CA INDE3C NAHE) 



NH 



,NH-C-OBu-t 
C-NH-CH2-CN 



294622-49-4 CAPLUS 

Cyclohenanecarboxaniide, 1-amino-N- (cyanomathyl) nononathanesulfonata 

(9CI) (CA INDOf NAHE) 
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CRN 22S122-32-7 
Oir C9 HIS N3 O 



.,NH2 



-NH~CH2-CN 



CRN 75-7S-2 
CMF C H4 03 S 



O 
II 

H0-S-CH3 



RN 
CN 



871828-15-a CAPLUS 

Banzanida, N-[l-[ [ (cyanonathyl) anlno] carbonyl] cyclohexyl] -4- (4, 4, S, 5- 
tatramethyl-l,3,2-dioitaborolan-2-yl)- (9CI) (CA INDEX NAHE) 



Ma 0 



"HO 



C-NH-CH2-CN 



871828-55-6 CAPLUS 

l-Piparidinecarboxylic acid. 4-[4-[4-{([l-[[(cyanomthyl)ainino)carbonyl]cy 
cloheiryl]aBino) carbonyl] phanyl}-2-thiazolyl]-, 1« l-dinathylathyl aster 
(9CI) (CA INDEX NAME) 




871828-57-8 CAPLUS 

l-Piperidinecarboxylic acid, 4-((4-(4-[ [ [!-[[ (cyanomethyl) amino] carbonyl] e 
yclohexyl) asilno] carbonyl}phanyl] -2-thiazolyI}oxy] 1, 1 -dime thy la thy 1 
ester <9CI) (CA INDEX NAHE) 
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C-NH-CH2-CN 
0 



IT 871828-00-1? 871828-01-2P 

RL! PAC (Phamacological activity) » SPN (Synthetic preparation)* BIOL 
(Biological study) i PREP (Preparation) 

(preparation and cathepsin inhibitory activity of aalnoacetonitrila 

darivs. 

via amldation of N-Cbz-amino adds) 
RN 871828-00-1 CAPLUS 

CN Ca r band c acid, [1- [[ (cyanomethyl) amino] carbonyl) cyclopentyl] 
phenylaathyl ester (9CI) (CA INDEX NAME) 



NH-C-0-CH2-Ph 



C-NH-CR2-CN 



871828-01-2 CAPLUS 

Carbamic acid, [1- 1 [ (cyanomethyl) amino) carbonyl) cyclohaiiyl]-, phenylmethyl 
aster (9CI) (CA INDEX NAME) 



NH-C-0-CH2-Ph 
C-NH-CH2-CN 



867011-6S-2P 87182B-16-9P B71B28-1S-1P 
871828-19-2P 871S2B-20-5P 871828-21-6P 
871828-22-7P 871828-23-8P 871B28-26-1P 
871828-27-2P 

RL: PAC (Pharmacological activity)* PKT (Pharmacokinetics)! SPN (Synthetic 
preparation)! BIOL (Biological study)! PREP (Preparation) 

(preparaUon, cathepsin inhibitory activity, and pharmacokinetics of 
((arylanidojcyclohexyljcarbonylaminoacetonitrilos starting from 
(Boc-aaino)cyclohexanecarboxylic acid using a multistep procedure) 
867011-65-2 CAPLUS 

(1, 1 ' -Biphenyl) -4-carboxamide. N- C (cyanonathyl) amino) carbonyl) cyclohex 
yl]-4'-(l-piperazinyl)- (9CI) (CA INDEX NAME) 
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MC-CH2-NH- 



Mf 871828-16>9 CAPLUS 

ON (l,l'-Biphttnyll-4-carboxamid«, N-[l-[[ (cyanonwthyX) amino) carbonyl]cycloheK 
yl)-4'-[(l-(2-hydroiiy«thyl)>4-pip«ridinyl]oxy)- (9CI) (OA INDEX NAME) 



RN 871828-lB-l CAPLUS 

CN (1.1' -Biphttnyl] -4 -cacboxamida, N- ( 1 - ( { (cyanonathyl) amino] carbonyl] cyclohex 
yl)-4'''((l-Mthyl-4-piperldinyl)oxy{- (9CI) (OA INDEX NAME) 



Q-JjCnOL-iT. 

HC-dl2-NH-j^ 



KN 871826-19-2 CAPLUS 

CN (If 1 ' -Biphanyl] -4-carboxamida, N- [ 1- [ [ (cyanomathyl) amino) carbonyl] eyclohai 
yl.]-4'-(4-(l,l-dlBethylathyl)-lopiparazlnyl)< (9CI> (CA INDEX NAME) 



NC-CH2-NH-J 



RN 871B28-20-S CAPLUS 

CN (1, 1 '-Biphanyl] -4 -carboxamida, N^fl-t ( (cyanomethyl) amino) carbonyl] cyclohex 
yl]-4'-(l-piperazinylsulfonyl)- (9CI) (CA INDEX NAME) 
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NC-CH2-NH-C 



RN 871828-21-6 CAPLUS 

CN (Ir 1 ' -Biphanyl] >4-earboxamida, N- [!• [ [ (cyanomethyl) amino) carbonyl] cyclohex 
yl]-4'-(4-fluoro-4-piperidinyl)- (9CI) <CA INDEX NAME) 



RN 87ie28>22-7 CAPLUS 

CN [l,l'-Biphenyl]-4-carboxafflide. N-[1-(I (cyanomethyl) amino] carbonyl] cyclohex 
yl] -4 ' - { [4- (2, 2, 2-trif luoroethyl) -1-piperazinyl) sulf onyl] - (9CI) (CA 
INDEX NAME) 



NC-CH2-NH-C 
II 



RN 871828-23-8 CAPLUS 

CN ll,l'-BiphenylJ -4-carboxamide, N- [1- [[ (cyanomethyl) amino) carbonyl) cyclohex 
yl)-4'-t(l-methyl-3-piperidinyl)oxyJ- (9CI) (CA INDEX NAME) 



NC-CHa-NH-C 



0-^ 



RN 871828-26-1 CAPLUS 

CN [l,l*-Biphenyl]-4-carboxamide, N-(l-t I (cyanomethyl) amino) carbonyl] cyclohex 
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yl]-4*-(5-i80xazolyl)- (9CI) (CA INDEX NAME) 



NC-CHj-NH- 




RN 871828-27-2 CAPLUS 

CN [1. 1' -Biphanyl) -4-carboxamide. N-{l-( ( (cyanomethyl) amino) carbonyl] cyclohex 
yl]r4'-[4-[(l,l-dimethylethyl)amlno]-l-piperidiinyl]- (9CI) (CA INDEX 
NAME) 



NC-CB2-NH-J 
O 
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LysosomotropiSD of Basic Cathepein K Inhibitors 
Contributes to Increased Cellular Potencies against 
Off-Target Cathepsins and Reduced Functional 
Selectivity 

Falgueyret, Jean-Pierrei Desmarais, Sylvlet Oballa, 
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Journal 
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CASREACT 144:546 

The lysosomal cysteine protease cathepsin X is a target for osteoporosis 
therapy. The aryl-piperazine-containing cathepsin X inhibitor 
CRA-013783/L-00623S (1) displays greater than 4000-fold selectivity 
against the lysosomal/endosomal antitargets cathepsin B, L, and 5. 
Kovever. 1 and other aryl-piperazine-containing analogs, including balicatib 
(10), are .apprx. 10-100-fold more potent in cell-based enzyme occupancy 
assays than against each purified enzyme. This phenomenon arises from 
their basic, lipophilic nature, vhich results in lysosomal trapping. 
Consistent vlth its lysosomotropic nature, 1 accumulates in cells and in 
rat tissues of high lysosome content. In contrast, nonbasic 
aryl-morphollno-containing analogs do not exhibit lysosomotropic properties. 
Increased off-target activities of basic cathepsin K inhibitors were 
erved 

in a cell-based cathepsin S antigen presentation assay. No potency 
increases of basic inhibitors in a functional cathepsin K bone resorption 
whole cell assay were detected. Therefore, basic cathepsin K inhibitors, 
such as 1, suffer from reduced functional selectivities compared to those 
predicted using purified enzyme assays. 
294622-31-4 294622-81-4 294623-49-7, L 006235 
354813-19-7 

RL: PAC (Pharmacological activity)! TKU (Therapeutic use) i BIOL 
(Biological study) i USES (Uses) 

(piperazine and morpholino-containing cathepsin K inhibitors preparation, 
lysosomotropic and cathepsins B,X, L, and S inhibiting properties) 
294622-31-4 CAPLUS 

Be nz amide , N - ( 1 - ( [ ( cyanome thy 1 ) ami no] ca rbony 1] eye lohe xyl) - 4 - ( 4 - 
morphoUnyl)- (9CI) (CA INDEX NAME) 



_fv8-"-P 

C-NH-< 
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RN 294622-ai-4 CAPLUS 

CN Benzanide, N-[l-[ncyanoaethyl)anino}carbonyl)cyclohexyl]-4-[2-(4- 
morphoUnyl)-4-thiazolyl]- (9CI) (CA INDEX NAHE) 



Crt>TD-t-p 



C-NH-CH2-CN 



RN 294623-49-7 CAPLUS 

CN BtnzaiBide, N-[l-({ (cyanOBMthyl)anino]carbonyl]cyclohcjtyl)-4-[2-(4-nttthyl-l- 
pip«razlnvl)-4-thiazolyl]- (CA INDEX NAHE) 



C-NH-CH2-CN 



RN 354813-19-7 CAPLUS 

CN Banzamida, N- (l-[ t (cyanomathyl) araino]carbonyl]cyclohexyl] -4- (4-propyl-l- 
piperazinyl) • (CA INDEX NAME) 



k^N-U^ C-NB-i 



CH2-CN 



870100-92-8P 

RL: FKT (Pharnacolcinetlcs) i SPN (Synthetic preparation) t BIOL (Biological 

study); PREP (Preparation) 

(piperazine and morphollno-containing cathepsin K inhibitors preparation, 
lysosomotropic and cathepsins B, K, L, and S inhibiting properties) 

870100-92-B CAPLUS 

Formic acid, compd. with N-(l- [ [ (cyanOBSthyl) amino] carbonyl] cyclohexyl] -4- 
{2-(4-aeChyl-l-pip«razinyl)''4-thiazolyl]banzamide-carbonyl-14C (1:1) (9CI) 
(CA INDOC NAME) 

CM 1 

CRN 870100-91-7 
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CHF C24 H30 N6 02 S 



C-NH- CH2-CN 
II 



CRN 64-18-6 

CHF C H2 02 



= CH~OH 



225122-32-7 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(piperazine and morpholino-containing cathepsin K inhibitors preparation, 
lysosomotropic and cathepsins B,K,L, and S inhibiting proparties) 
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AB Title avernectin derivs. I vere prepared, vherein X > H, XX is a bondi n is 
0 or 1. Rl . represents a allcyl. cycloallcyl. alkenyl. R2 represents 

hydrocarbyl, R3 and R4 represent, independently of each other, hydrogen or 
a chemical constituent, or either R2 and R3 together or R3 and R4 together 
represent a three- to seven-membered altcylene or a four- to seven-membered 
alkenylene bridge, for each of which at least one. preferably a CH2 group 
nay be replaced by o. s or NR where R represents hydrogen or a hydrocarbyl 
group; or if appropriate, an E/Z isomer and/or tautoner of the compound of 
formula I, in each case in free form or in salt form. Thus, I (XX is a 
bond, n - 1. Rl - sec-Bu, R2 - He. n3 > R4 > H) was prepared as 
parasiticides. An especially important aspect of the present invention is 

the 

use of title coapds. of in the protection of plants against parasitic 
feeding pests. The action of I and the coBfsns. comprising the said compound 
against animal pests can be significantly broadened and adapted to the 

given circumstances by the addition of other insecticides, aearicides or 
nenaticides. 
IT e67051-09-0P 867051-10-3P 

RL: BSU (Biological study, unclassified) i . IMF (Industrial nanufacture) i 
SPN (Synthetic preparation); THU (Therapeutic use)» BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of avernectin and avernectin isonosaccharide substituted in 

the 

4**- and 4 '-position reap, as parasiticides) 

RN 867051-09-0 CAPLUS 

CN Avernectin Ala. 4**-cyano-4**-[(cyclohexylcarbonyl)aaino]-S-0-denethyl-4*'- 
deoxy-. (4**R)- (9CI) (CA INDEX NAME) 

Absolute Btereocheaistry. 
Double bond geoaetry as shown. 
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m 8670S1-10-3 CAPLUS 

CN Averaectin Ala, 4"'>cyano>4"->[ (cyclohelcylcarbo^yl)aaino]-5-0-demethyl-2S- 
de (1-Dethylpropyl) -4 " -deoiiy-25- (l-Mthylethyl) (4"R)- (9CI) (CA INDEX 
NAME) 



Absolute steceochenistry. 
Double bond geometry as shovn. 
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The P2-P3 amide of dip«ptide cathepsin K inhibitors can be replaced by the 
raetabolically stable trif luoroethylamine group. The nonbasic nature of 
the nitrogen allows the important hydrogen bond to Gly66 to be made. The 
resulting coopds. are 10- to 20-fold more potent than the corresponding 
amide derive. Compound (I) is a 5 pM inhibitor of human cathepsin X vith 
>10, 000-fold selectivity over other cathepsins. 
294623-49-7, L-006235 603140-33-S 867011-65-2 
RL: PAC (Pharmacological activity)! TBU (Therapeutic use)i BIOL 
(Biological study) i USES (Uses) 

(trifluoroethylamines as. amide isosteres in inhibitors of cathepsin K) 
294623-49-7 CAPLUS 

Benzamide , N- ( 1- [ ( (cyanome thyl) amino] carttonyl] cyclohexyl) -4 - ( 2- (4 -methyl-1- 
piperazinyl)-4-thiazolyl)- (CA INDEX NANS) 
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RN 603140-33-6 CAPLUS 

CN Cyclohexanacarboxamide, N- (cyanomethyl) (2, 2, 2->trif luoro-1- [4'- (1- 
piperazinyl) (Irl'-biphenyll -4-yl] ethyl] amino] > (9CI) (CA INDQ( NAME) 



MC-CH2-NH-C 



RN 867011-65-2 CAPLUS 

CN (l,l'-Blphenyl] -4-carboxamide, N-{l-[( (cyanomethyl) amino] carbonylJcyeloheK 
yl]-4'-(l-piporazinyl)- (9CI) (CA INDEX NAME) 



HC-CH2-NH- 



C^JjCnCtCr 
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TITLE: A strategy for identification of drug metabolites from 

dried blood. spots using triple-quadrupole/linear ion 
trap hybrid mass spectrometry 
AUTH0R(S1 : Hauriala, Tino) Chauret, NathaUei Oballa, Renata; 

Nicoll-Griffith, Deborah h.i Bateman, Kevin P. 
Merck Fcosst Canada Inc., Kirkland, QC, H9H 3L1, Can. 
Rapid Communications in Mass Spectrometry (2005), 
19(14), 1984-1992 
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John Wiley & Sons Ltd. 
Journal 
English 

Discovery stage studies that address issues of absorption, distribution, 
metabolism and excretion (ADHB) are vital for lead optimization resulting in 
new drug candidates. Often pharmacokinetics (PK) Is assessed in these 
expts. vithout regard for the metabolism of the compound or the potential 

metabolites to circulate in vivo. This work presents a strategy for drug 
level detenaination and detection of metabolites using dried blood spots for 
sample collection. Initially, metabolites are detected from microsomal 
incubations and characterized using tanden mass spectrometry. Data 
dependent enhanced MS and enhanced product ion (EHS-EPI) scanning with 
dynamic background subtraction was used on a hybrid quadruple linear ion 
trap mass spectrometer. On-the-fly background sxjbtraction greatly 
improved the detection of metabolites. These data ware used to build a 
multiple reaction monitoring (MRH) method for the parent and metabolites.. 
HRH-EPI scanning was used to analyze the extracted dried blood spots frm 

PK study. Circulating metabolites were detected using MRM and their 
identities oonfimed on the basis of fragment ion spectra collected 
simultaneously. The use of dried blood spots provides a means for 
re-anal, of PK sanqdles for metabolite identification without the need for 
complex sample storage and preparation Both parent compound and metabolite 
information can be collected in these studies, resulting in a savings of 
time and resources. 
294623-09-9 864957-87-9 864957-89-1 
864957-94-8 

RL: ANT (Analyte)i BSU (Biological study, unclassified); PRP (Properties); 
ANST (Analytical study); BIOL (Biological study) 

(strategy for identification of drug metabolites from dried blood spots 
using triple-quadrupole/linear ion trap hybrid mass spectrometry) 
294623-09-9 CAPLUS 

Benzamide, H-(l-(( (cyancnethyl) amino] carbonyl] cyclohexyl) -4- [2- (1- 
plperazlnyl)-4-thlazolyl]- (9CI) (CA INDEX NAME) 



C-NH-CH2-CN 



RN 864957-87-9 CAPLUS 

CN Benzamide, N-[l-[ [ (cyanonethyl) amino]carbonyll -4-hydroKycyclohexyll-4-(2- 
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C-NH-CH2-CN 
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B«nz amide, N-(l-[ [ (cyanomethyl) aminol cacbonyl) -4-hydroKycyclohe>ryl) -4- [2- 
(4-nathyl-4-oxldo-l-piperazinyl)-4-thiazolyl]- (9CI) (CA INDEX NAME) 
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o»ido-l-pip«razinyl)-4-thia2olyl]- (9CI) (CA INDEX NAME) 
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RLs ANT (Analyte)i PRT (Pharmacokinetics)) PR? (Properties); ANST 

(Analytical study) » BIOL (Biological study) 

(strategy for identification of drug metabolites from dried blood spots 
using triple-quadrupole/linear Ion trap hybrid mass spectrometry) 

294623-49-7 CAPLUS 

Benzamlde, N- CI- [ [ (cyanomethyl) amino] carbonyl] cycloheicyl) -4- [2- ( 4 -me thy 1-1 - 
piperazinyl)-4-thiazolyl)- (CA INDEX HAKE) 
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AB The invention relates generally to cathepsin K inhibitors and their use in 
bone growth. Specifically, the invention relates to the use of cathepsin 
K inhibitors to stinajlate new bone formation in patients in need thereof. 
Conpds. of the invention incliKle e.g. N-[l- (cyanomethylcarbaooyl) cyclohexy 
1] -4- (4-propylpiperazin-l-yl) benzamide. 
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RL: PAC (Pharmacological activity)! TRU (Therapeutic use)i BIOL 
(Biological study) i USES (Uses) 

(cathepsin X inhibitors for severe bone loss diseases) 

RH 3S4813-19-7 CAPLUS 

CH Benzamide, N-[l-( ( (cyanomethyl) amino] carbonyllcyclohexyl] -4- (4-propyl-l- 
piperazinyD- (CA INDEX NAME) 



Lll ANSWER 20 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




0 



RN 843609-18-7 CAPLUS 

CN Benzamide, N-(l-[[ (cyanomethyl) amino) cacbonyl] cyclohe»ylJ -4- (4-propyl-l- 
piperazinyl)-, (2Z) -2-butenedioate (9CI) (CA INDEX NAME) 

CM I 

CRN 354813-19-7 
CMF C23 H33 N5 02 
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CH 2 

CRN 110-16-7 
CHF C4 H4 04 

Double bond geometry as shown. 
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An activity-baaed probe for the determination of 
cysteine cathepsin protease activities in whole cells. 
(Erratum to document cited in CA142: 129533} 
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Sevgi B. Rodan and Gregg Vesolovski are affiliated vith Merck Research 
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RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitor) diazoBathylkatone-containing irreversible inhibitor 
preparation as 

activity- baaed prob* for date ml nation of cathepsin in vhola calls 

(Erratum) ) 

RN 294622-81-4 CAPLUS 

CN Benzanide, N-[l-[ [ (cyanomethyl)araino]carbonyl]cyclohexyl]-4-[2-(4- 
morpholinyl) -4-thiaiolylJ - (9CI) (CA INDEX NAME) 
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AB The invention discloses pharmaceutical prepns. comprising certain types of 
bisphosphonates and certain types of Cathepsin K inhibitors, in particular 
for the prevention and treatment of bone metastases, tumor-lnducsd 
hypercalcemia, tumor growth, tumor-induced bone loss aitd bona loss 
diseases such as osteoporosis or cancer therapy-inducad bone loss. 

IT 294622-35-9 354813-10-8 3S4S13-16-4 
354813-19-7 354813-22-2 354813-25-5 
354813-28-8 354813-31-3 354813-34-6 
354813-39-1 354813-43-7 354813-47-1 
354813-50-6 843609-17-6 843609-18-7 
843609-19-8 

RL: PAC (Pharmacological activity)! THU (Therapeutic use)> BIOL 
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(Biological study); USES (Uses) 

(cathepsin K inhibitor-bisphosphonate combination for treatment of boi 
metastasis, tumor growth, tumor-induced bone loss, and bone loss 
diseases) 
RN 294622-35-B CAPLUS 

CN Bensamide, N-tl-( [ (cyanomethyl) amino] carbonyl] cyclohexyl] -4- (4-aethyl-l- 
piperazinyl)- (9CI) (CA INDEX NAME) 



V^N— C-NH-< 



RN 354813-10-8 CAPLUS 

CN Be nz amide , N- { I - ( ( ( cyanome thy 1 ) ami no] ca rbony 1 ] cyclohesyl] - 4 - ( 1 - 
piperarinyl) - (9CI) (CA INDEX NAME) 



'*o_irY'^"*~P 

— C-HH-CH2-C 



RN 3S4813-16-4 CAPLUS 

CN Benzamlde, N-[l-[ [ (cyanoMthyl) amino] carbonyl) cycloheityl) -4- (4-athyl-l- 
piperazinyl) - (9CI) (CA INDEX NAME) 



RN 354813-19-7 CAPLUS 

CN Benzanide, N-[l-[[ (cyanosMthyl) amino] carbonyl] cyeloheicyll -4- (4-propyl-l- 
piperazinyl) - (CA INDEX NAME) 



*S^N ^vj^^ C-KH-CH2-C 



Karen Cheng 
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RN 354813-22-2 CAPLUS 

CN Benzamide, N-(l-( { (cyanomethyl) amino} carbonyl) cyclohexyl] -4-C4- (1- 
methylathyl)>l-piperazinyl)- (9CI> (CA INDEX NAME) 



S^N — |>NH'CH2-CN 



RN 354813-25-5 CAPLUS 

CN Benzamide, H-[l-[ [ (cyanomethyl) amino] carbonyl] cyclohexyl] -4- [4- 
(phenylaethyl)-l-piperazinyl]- (9CI) (CA INDEX NAME) 



"^^N— C-NH- 



RN 354813-28-8 CAPLUS 

CN Benzamide, N-[l- [[(cyanomethyl) amino] carbonyl] eyeloheiryl]-4-(4- (2- 
methoxyethyD-l-piperazinyl]- (9CI) (CA INDEX NAME) 



MeO-CH2-Ca2 



«s^N — C-NH-CH2-CN 



RN 354813-31-3 CAPLUS 

CN Beniamide, N-[l-[ [ (cyanoaethyl)anino)carbonyl)cycloheKylJ-4-<l-pr<qvl-4- 
piperidlnyl) - (9CI) (CA INDEX NAME) 



S.X"^ ^Nj;^ C-NH-CH2-CN 



RN 354813-34-6 CAPLUS 

CN Benzand.de, N-[l-[ [ (cyanomethyl) ai&ino]carbonyl]cycloheKyl) -4- [1- (2- 
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DMthOKy«thyl>-4-piperidinyl]- (9CI) (CA INDEX NAME) 



MeO-CH2-CH2 



— C-NH-< 
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CN Benzaoide, N-[l> [ [ (cyanomeChyl) amino] carbonyl] cycloheiiyl] -4- («• 
piperidinyl)- (9CI) (CA INDEX NAME) 



NH-CH2-CN 



RN 354813-39-1 CAPLUS 

CN Benzaraide, N--[l'>[( (cyanoraeChyl)amlno]carbonyl]cycloheicyl]-4-(l-(l- 
mothylethyl)-4-piperidinyl]- (9CI) (CA INDEX NAME) 



C-NH-CH2-CN 



RN 354813-43-7 CAPLUS 

CN B«nzaiaid«, N-(l-([ (cyanoiMthyl)aiBino]carbonyl]cyclohexyl)»4-(l-cyclopantyl- 
4*pip*ridinyl)- (9CI) (CA INDEX NAME) 



RN 843609-17-6 CAPLUS 

CN Ph09phonic acid, [l-hydroicy-2-(lH-iraidazol-l-yl)«thylidenelbi3-, mixt. 
with N- [1- ( ( (cyanonethyl) aaino) carbonyl] cyclohoKyl] -4- (4>pcopyl-'l- 
piperazinyl)banzamide (9CI) (CA INDEX NAME) 

CM 1 

CRN 354813-19-7 
CMF C23 H33 N5 02 



k^N-Ji^ C-NH-C 



C-HH-CH2-CN 
II 



CRN 118072-93-8 
CMF C5 HIO H2 07 P2 



RN 354813-47-1 CAPLUS 

CN Benzamide, N- { 1- 1 1 (cyanonethyl) amino] cacbonyl] cydohexylj -4- (l-methyl-4- 
piparldlnyl)- (9CI) (CA INDEX NAME) 



\^ C-NH-( 



1^ 



\ I 
CH2- C- PO3H2 



RN 843609-18-7 CAPLUS 

CN Benzamide, N-[l-[[ (cyanomethyl) amino] carbonyl] cycloheityl) -4- (4-propyl-l- 
piperazinyl)-, (2Z) -2-butenedioate (9CI) (CA INDEX NAME) 



RN 3S4813-S0-6 CAPLUS 
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CRN 354813-19-7 
OIF C23 H33 NS 02 



— C-NH-CH2-CN 



CRN 110-16-7 
CMF C4 H4 04 



Double bond geometry as shown. 



RN 84 3609-19-0 CAPLUS 

CN Benzamide, N-[l-{( (cyanomethyl) amino] carbonyl] cyclohexyl] -4- (l-propyl-4- 
piperidlnyl)-, (2Z)-2-butenedioate (9CI) (CA INDEX NAME) 



CRN 3S4B13-31-3 
CMF C24 H34 H4 02 



CRN 110-16-7 
CMF C4 a4 04 



Double bond geometry as shovn. 
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AB Title compds. I [wherein Rl, B2 - H or (un) substituted alk(en)yl» Rl and 
R2 can link together/ each R3 independently - H, halo or (un) substituted 
alkyl; two R3 can link together; 0 - alkyli 0, E - alkenyl, alkynyl, 
(un) substituted (hetero)aryl, cycloalkyl oc heterocyclyli R5 - H, 
alk(en/yn)yl. alkoxy. halo, nitro, cyano. (hetero) aryl, cycloalkyl. 
heterocyclyl or carbonyl, et al.t A - (CH2)ni n - 0-2t p - 0-3, or 
pharmaceutically acceptable salts, stereoisoaers or N-oxide derivs. 
thereof} were prepared Exanples include many N- 

(cyanomethyl) cyclohexanecarboxamldes such as II. The invented compds. are 
cysteine protease inhibitors, including but not limited to, inhibitors of 
cathepsin K, L. S and B, with enhanced Pharmacol, profiles (not data). 
Therefore, I and their pharmaceutical compns. are useful for treating 
diseases in which inhibition of bone resorption is indicated, such as 
osteoporosis. 
IT B19858-00-9P 819858-01-OP 819a58-02-lP 

819858 -56-5P, 2-(2-Bromophenyl) -N- (cyanoaethyl) -5, 5- 
difluorocyclohexanecarboxamide 819858-58 -7P, 

N- (Cyanoraethyl) -5. 5-dif luoro-2- ( 4 * - (methylthio) -1,1* -biphenyl-2- 

yl]cyclohexanecarboxaraida 819B5B-60-1P, N- (1-Cyanocyclopropyl) - 

5, 5-dif luoro-2- [4 ' - (methylthio) -1,1* -biphenyl-2-yl] cyclohexanecacboxamide 

8198S8-61-2P, 2- [4 ' - (Benzyloxy) -1, 1* -biphenyl-2-yl] -N- 

(cyanomethyl) cyclohexanecarboxamide 819858-62-3P, 

N- (Cyanomethyl) -2- (4 * -hydroxy-1. 1 • -biphenyl-2-yl) cyclohexanecarboxamide 
819858-63-4P, H- (CyanoMthyl) -2- (4*-f luoro-1, 1' •biphenyl-2- 
yl) cyclohexanecarboxamide 819858-64-5P, N-(CyanoiMthyl)-2-[4*- 
(methylsulf onyl) -1,1' ■'biphenyl-2-yl] cyclohexanecarboxaalde 

. 819858-65-6P, N- (Cyanoraethyl) -5. 5-dif luoro-2- (4 ' -fluoro-1. 1* - 
blphenyl-2-yl) cyclohexanocarboxaoide 819858-66-7P, 

N- (Cyanoraethyl) -2- (4 ' -vinyl-1, 1' -biphenyl-2-yl) cyclohexanecarboxamide 
819a5fl-67-BP, N- (Cyanomethyl) -2- {4- -cyclopropyl-1, l'-biphenyl-2- 
yDcyclohexanecarboxamida -819858-68-:9P,> N- (Cyanomethyl) -5. 5-: ... 
dif luoro-2- [5- (oe thy Isulf onyl) -4 • - (methylthio) -1,1* -biphonyl-2- 
yl] cyclohexanecarboxamide 819858-69-OP, N-(l-Cyanocyclopropyl)- 
5. 5-dif luoro-2- (5- (methylsulfonyl) -4 ' - (methylthio) -1, 1' -biphenyl-2- 
yl) cyclohexanecarboxamide 819858-7b-3P. N- (Cyanomethyl) -2-14'- 
( (f luororaethyl) thioj -1, 1* -biphenyl-2-ylJ cyclohexanecarboxamide 
819858-71-4P, N- (Cyanoraethyl) -2- {2' -methyl-1, 1 ' -biphenyl-2- 
yl) cyclohexanecarboxamide 819858-72-5P, N- (Cyanomethyl) -2- (4 ' - 
methyl-1, l*-biphenyl-2-yl) cyclohexanecarboxamide 819858-73-6P, 
N- (Cyanomethyl) -2- (4 *-ethyl-l, 1' -biphenyl-2-yl) cyclohexanecarboxamide 
ei98S8-74-7P, N- (Cyanomethyl) -2- (4* -propyl-1,1* -biphenyl-2- 
yl) cyelohaxanecacboMamide B19B58-75-8P, N- (Cyanomethyl) -2- (3*- 
is<9ropyl-l. l*-biph«nyl-2-yl)cyclohaxBnecarboxaiaide 819858-76-9P 
, N- (Cyanomethyl) -2-(4'-isopropyl-l, 1 '-bi phenyl- 2- 
yl) cyclohexanecarboxamide 8198S8-77-0P. 2- (4'-Tert-butyl-l, 1'- 
biphenyl-2-yl) -N- (cyanomethyl) cyclohexanecarboxamida ai9858-78-lP 
, N- (Cyanomethyl) -2-(3' - (trif luoromethyl) -1, 1 '-biphenyl-2- 
yl] cyclohexanecarboxamide ei9858-79-2P, N- (Cyanomethyl) -2- (3' - 
fluoro-l,l'-biphenyl-2-yl) cyclohexanecarboxamide 819858-80-5P, 
N- (Cyanomethyl) -2- (2' -fluoro-1. 1' -biphenyl-2-yl) cyclohexanecarboxamide 
819858-81-6P, 2- (4 * -Chloro-l, l*-biphanyl-2-yl) -N- 
(cyanomethyl) cyclohaxanccarbosanids 81985B-82>7P. 

2- (3* -Chloro-l, l*«biphenyl-2-yl) -N- (cyanomethyl) cyclohManecarboxaaLde 
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B198SB-83-8P, N- (Cyanoraethyl) -2- [3' - (hydroxymethyi) -1.1 ' -biphenyl- 
2 -yl] cyclohexanecarboxamide 819858-84-9P, 2'-[2- 

( ( (Cyanoraethyl) amino] carbonyl] cyclohoxyl] -1, l*-blphenyl-3-carboxylic acid 

819856-85-OP, 2'-(2-C[ (Cyanoraethyl)amino]carbonyl}cycloh«Myl]-l,l*- 

biphenyl-4-carboxyUc acid 819658-86-1?, N- (Cyanomethyl) -2- (3 ' - 

aethoxy-1, 1' -biphenyl-2-yl) cyclohexanecarboxamide 819858-87->2P, 

N- (Cyanomethyl) -2- (2* -ethoxy-1, 1* -biphenyl-2-yl) cyclohexanecarboxamide 

ei9858-8B-3P. N- (Cyanomethyl) -2- (4 * -ethoxy-l, 1 ' -blphenyl-2- 

yl) cyclohexanecarboxamide 81985e-B9-4P, N- (Cyanoraethyl) -2- (3' - 

isopropoxy-1, 1 ' -biphenyl-2-yl) cyclohexanecarboxamida fll9858-90-7P 

, N- (Cyanoraethyl) -2- (4 '-isopropoxy-1, l'-biphenyl-2- 

yl) cyclohexanecarboxamide 819858-91-9P, N- (Cyanomethyl) -2- (4 ' - 

phenoxy-1, 1 ' -biphenyl-2-yl) cyclohexanecarboxamide 819a58-92-9P, 

N- (Cyanomethyl) -2- [4 * - ( trif luoronethoxy) -1,1' -biphenyl-2- 

yl] cyclohexanscacbovaalde 819858-93-0?, N- (Cyanomethyl) -2- [2'- 

(methylthio) -l,l'-biphenyl-2-yl]cycloh«Kanecarboxanide 

8198 58 -94 -IP, M- (Cyanoraethyl) -2- [3' - (methylthio) -1, 1' -blphenyl-2- 

yl] cyclohexanecarboxamide 8198S8-95-2P, N- (Cyanonwthyl) -2- [4 ' - 

(ethylthio) -l,l'-biphenyl-2-yl] cyclohexanecarboxamide 819858-96-3P 

, 2- (3' -Amino-1, 1* -biphenyl-2-yl) -N- (cyanoraethyl) cyclohexanecarboxamide 

819858- 98-5P, N- (Cyanoraethyl) -2- (4 ' - (diraethylamino) -1, 1 ' -biphenyl- 
2-yl] cyclohexanecarboxamide 819858-99-6P, N- (Cyanomethyl) -2- (3' - 
nitro-1, l'-biphenyl-2-yl) cyclohexanecarboxamide 819859-00-2P, 

2- [3* - (Acetylamino) -1, l*-biphenyl-2-yl] -N- (cyanomethyl) cyclohexanecarboxam 

ide 8 198 59-01 -3P, N- (Cyanoraethyl) -2- (4* -isobutyl-l.l* -biphenyl-2- 

yl) cyclohexanecarboxamide B19859-02-4P, N- (Cyanomethyl) -2- [2- 

(pyridin-4-yl) phenyl] cyclohexanecarboxamide 819B59-03-5P. 

N- (Cyanomethyl) -2- (2- (quinolin-8-yl)phenyl] cyclohexanecarboxamide 

819859- 04-6P, N- (Cyanomethyl) -2- [2- (2-raethoxypyrlmidin-5- 
yl) phenyl) cyclohexanecarboxamide 819859-05-7P. 

N- (Cyanomathyl) -2- (2- (pyridin-3-yl) phenyl] cyclohasanacarboxamide 
B19BS9-06-8P. N- (Cyanomethyl) -2-[2- ( thien-3- 
yl) phenyl] cyclohexanecarboxamide 819859-07-9P. 

2-(4'-Acetyl-l, 1* -biphenyl-2-yl) -N- (cyanoraethyl)cyclohexanecarboxaraide 

819859-08-OP 819859-09-lP. 2- (4 ' -Cyano-1, l'-biphenyl-2- 

yl) -N- (cyanomethyl) cyclohexanecarboxamide 819859-10-4P. 

2- (3* -Cyano-1 , 1 * -biphenyl-2-yl) -N- (cyanomethyl) cyclohexanecarboxamide 

819859-11-5P. 6- (3-Broraophenyl) -N- (cyanomethyl) cyclohex-3-ene-l- 

carboxamide 819859-12-6P. 2-{3-Bromophenyl) -N- 

( cyanoraethyl) cyclohexanecarboxamide 819859-13- 7P,' tert-Butyl 

4- [3* - [ 2- ( ( (cyanoraethyl) amino) carbonyl] cyclohexyl] -1, 1' -biphenyl-4- 

yl]piperazine-l-carboxylate 8198S9-14-8P, N- (Cyanomathyl) -2- [4'* 

(piperazin-l-yl) -1, 1 ' -biphenyl-3-yl] cyclohexanecarboxamide 

819859-15-9P. 2- (3-Broraophenyl) -N- (cyanomethyl) -4- 

raethylcyclopentanecarboxamide 819859-16-0?, N- (Cyanomethyl) -2- 

(4 • -raethoxy-l, 1 ' -biphenyl-3-yl) cyclohexanecarboxamide 819859-17-1? 

, N- (Cyanomethyl) -2- (4 • - (methylthio) -1 , 1 ' -biphenyl-3- 

yl] cyclohexanecarboxamide 819859-1B-2P, N- (Cyanomethyl) -2- [4*- 

(methylsulfonyl) -1. 1 ' -biphenyl-3-yl] cyclohexanecarboxamida 

819859-I9-3P. N- (Cyanomethyl) -2- (5-phenyl-l, 3-oxazol-2- 

yl) cyclohexanecarboxamide 819859-20-6P, N- (Cyanomethyl) -2- (5- 

phenyl-l, 3-thiazol-2-yl) cyclohexanecarboxamide B19859-21-7P, 

2- (2-Bromophenyl) -N- (cyanoraethyl) cyclohexanecarboxamide 

B19e59-22-8P, N- (Cyanoraethyl) -2- [4 (raethylthio) -1, 1* -biphenyl-2- 

yl] cyclohexanecarboxamide 819859-23-9P, N- (Cyanomethyl) -2- 

phenylcyclohexanecarboxamide 819859-24 -OP, N- (Cyanomethyl) -5, 5- 

dichloro-2-{4' - (raethylthio) -l,l*-biphenyl-2-yl] cyclohexanecarboxamide 

819859-25-lP, N- (Cyanomethyl) -5, 5-dif luoco-2-(l-mathyl-3- {4- 

(methylthio) phenyl] -lH-pyrazol-4-yl] cyclohexanecarboxafflida 
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819859-26-2P, 6- (2-Broaophenyl)-N-(cyanomethyl)spiro(2.5]octan«-S- 
carboxamide 819859-27-3P, 2- (3-BroDO-l-Dethyl-lH-pyrazol-4-yl)-N- 
(cyanoraethyl) -5, 5-dif luorocyclohexanecarboxamide 819859-2B-4P, 
N- (Cyanomethyl) -6- (4 * - (methylthio) -1,1' -biphenyl-2-yl] splro[2. 5] octan«-S- 
carboxamide 819859-29-5P, 2- (2-Broraophenyl) -5, 5-dichloro-N- 
(cyanomethyl) cyclohexanecarboxamide 819859-30-8P, 
2- (3-Brorao-l-methyl-lH-pyraiol-4-yl) -5, S-dichloro-N- 
(cyanomethyl) cyclohexanecarboxamide S198$9-31-9P 
819859-32-0?, N- (Cyanoraethyl)-2-[2-[4- 

(methylthio) phenyl) ethyl] cyclohexanecarboxamide 819859-33-lP 
819859-34 -2P, N- (Cyanoraethyl) -2- [2- ( 4- 

(methylsulf onyl) phenyl] ethyl] cyclohexanecarboxamide 819859-3$o3P 

819859-36-4? 819859-37-5P, N- (Cyanoraethyl) -2- [2- (4- 

{ (trif luororaethyl) thio] phenyl] ethyl] cyclohexanecarboxamide 

819859-38-6P, N- (Cyanomathyl) -2-athynylcyclohexanecarboxaraide 

819859-39-7P, N- (Cyanomethyl) -2- [[4- (raethylthio) phenyl] ethynylj eye 

lohexanecarboxamide 819859-40-OP, N- (Cyanomethyl) -2- [ [4- 

(methylsulfonyl) phenyl] ethynyl] cyclohexanecacboxamide 8198S9-41-1P 

, N- (Cyanoraethyl) -2- [ {4-[ (trif luoromethyl) thio] phenyl] •thynyl]cyclohHan«c 

arboxaraida 819859-42-2P, N- (Cyanoraethyl) -2- 

(phenylethynyl) cyclohexanecarboxamide 819859-43-3P, 

2- ( (4-Bromophenyl) ethynyl) -N- (cyanoraethyl) cyclohexanecarboxamide 

819859-44 -4P, 2- ( (1. I ' -Biphenyl-4-yl) ethynyl] -N- 

(cyanomethyl) cyclohexanecarboxaaide 619859-45-5P, 

N- (Cyanomethyl) -2- ( {4 ' - (methylthio) -1. 1* •biph«nyl-4- 

yl) ethynyl] cyclohexanecarboxamide B19859-46-6P, 

N- (Cyanoraethyl) -2- [ (3-f luorophenyl) ethynyl] cyclohexanecarboxamide 

ei9a59-47-7P, 2- ( (3-Chlorophenyl) ethynyl] -N- 

( cyanomethyl) cyclohexanecarboxamide 819859-48-8P, 

N- (Cyanoraethyl) -2- ( (4- (pyridin-4-yl) phenyl] ethynyl] cyclohexanecarboxamide 
819859-49-9P, 2- { (3-Broraophenyl) ethynyl] -N- 
(cyanomethyl) cyclohexanecarboxamide 819859-50-2P, 

2- ( (1, 1* -Biphenyl-3-yl) ethynyl) -M- (cyanoraethyl) cyclohexanecarboxamide 

819859-51-3?, 2-( (2-Broraophenyl) ethynyl] -N- 

( cyanomethyl) cyclohexanecarboxamide B19859-52-4P, 

2- [ (1, 1 ' -Biphenyl-2-yl) ethynyl) -N- (cyanomethyl) cyclohexanecarboxamide 
819859-53-5P, N- (Cyanomethyl) -2- [ (4- (6-raethoxypyridin-2-yl) thien-3- 
yl] ethynyl] cyclohexanecarboxaaide B19859-54-6P. 
. N- (Cyanoraethyl) -2- [4 ' - [ (cyanoraethyl) thio] biphenyl-2-yl) -5, 5- 
dif luorocyclohexanecarboxamide 8198S9-55-7P. 

2- [4 ' - t (2-Amino-2-oxoethyl) thio] biphenyl-2-yl] -H- (cyanomethyl) -5, 5- 
difluococyclohexanecarbosamide 819BS9-S6-8P, 

N- (Cyanoraethyl) -2r[4'-[ [2- { (cyanoraethyl) amino] -2-oxoethyl] thio]biph«nyl-2- 

yl] -5, 5-dif luorocyclohexanecarboxamide 819859-57-9P, 

N- (Cyanoraethyl) -5, 5-dif luoro-2-{4 ' -( (2- (pyridin-2-yl) ethyl] thio] biphenyl-2- 

yl) cyclohexanecarboxamide 819859-58-OP, N- (Cyanomethyl) -5, 5- 

difluoro-2-(4'-[ (pyridin-2-ylraethyl) thio] biphenyl-2- 

yl] cyclohexanecarboxamide &198S9-S9-1P, N- (Cyanoraethyl) -5,5- 

dif luoro-2- [4 ' - ( (pyridin-3-ylm«thyl) thio] blphenyl-2- 

yl] cyclohexanecarboxamide 819859-60-4F, N- (Cyanomethyl) -5, 5- 

difluoro-2-[4'-[ (pyridin-4-ylraethyl) thio] biphenyl-2- 

yl] cyclohexanecarboxaaide 819859-61-5?, 2-(4'-[ (IH-Bencimidazol- 

2-ylraethyl) thioIbiphenyl-2-yl] -N- (cyanoraethyl) -5,5- 

dif luorocyclohexanecarboxamide 819859-62-6?, 

2- (4 ♦ - t (lH-Bon2iaidazol-6-ylmethyl) thio] biphenyl-2-yl] -N- (cyanomethyl) -5,5- 
dif luorocyclohexanecarboxamide 819859-63-7P, 

N- (Cyanomethyl) -5, 5-dif luoro-2- [4 • - { (lH-imidazol-4-ylnethyl) thio] biphenyl- 
2-yl] cyclohexanecarboxamide 819859-64-8?, N- (Cyanomethyl) -5, 5- 
dif luoro-2- {4 '•[(lH-imidazol-2-ylmethyl) thio] blphenyl-2- 
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yljcyclohsxanecarboxaniide 8198S9-65-9P, N- (Cyanomethyl) >S, S> 
dif luoro-2- (4' - ( ( (1- (lH-imidazol-2-ylmethyl) -lH-imidazol-2- 
yl) methyl] tKio] biphenyl-2-yl) cyclohexanecarbojiamide 819959-66-OP 
, N-(Cyanom©thyl)-5,5-difluoro-2-[4'-[(2-(lH-inddazol-4- 
yl) •thyl] thlo] biphonyl-2-yl] cyclohexanecarboxamide 819959-67-lP, 
N- (Cyanonethyl) -5, 5«dif iuoro-2- [4 ' - [ [ 2- (lH-iinidazol-2- 
yl) ethyl] thio] biphenyl-2-yl] cyclohexanecarboxamide 819BS9-68-2P, 
N- (Cyanonethyl) -5. 5-dif luoro-2- [4 ' - [ [ (l-methylpiperidin-4- 
yl) methyl] thio] biphenyl-2-yl] cyclohexanecarboxamide B198S9-69-3P 
, N- (Cyanonethyl) -5, 5-dif luoro-2- (4 ' - [ (2- (l-inethylpiperidin-4- 
yl) ethyl] thio] biphenyl-2-yl] cyclohexanecacboxamide 819859-70-6P, 
N- (Cyanonethyl) -S, 5-dif luoro-2- [2*-f luoro-4 ' - (nBthylthio)biphenyl-2- 
yl] cyclohexanecarboxamide 819859-71-7P, N- (Cyanonethyl) -5, 5- 
dif luoro-2- 14 • - [ t (5-phenyl-lH-iiiiidazol-2-yl) nethyl] thio]biphenyl-2- 
yl]cyclohexanecarboxaoide 819859>72-BP, N> (Cyanonethyl) -5, S- 
dlf luoco-2- ( 4 ' - ( [2- (pyridin-4-yl) ethyl] thio] biphenyl-2- 
yl] cyclohexanecarbosamide 819859*73-9?, N- (Cyanomethyl) -5, 5- 
dif luorD-2- r 4 ' - ( [2-( (pyridin-2-yl9ulf onyl) anino] ethyl] thio] biphenyl-2- 
yl] cyclohexanecarboxamide 8 19859-74 -OP, N-(Cyanomethyl)-5,5- 
dlfluoro-2-t4'-(l2-t (pyridin-2-yl3ul1ronyl) [2- ( t (pycidin-2- 
yl) sulf onyl] amino] ethyl] amino] ethyl] thio] blphenyl-2- 
yl] cyclohexanecarboxamide 819859-75-lP, N- (Cyanonethyl) -5, 5- 
difluoro-2-[4 • - t (lH-tetrazol-5-ylmethyl) thio] biphenyl-2- 
yl] cyclohexanecarboxamide 819a59-76-2P, 2-[4*-[(l- 
Cyanocyclopropyl) thio] biphenyl-2-ylJ -N- (cyanonethyl) -5, 5- 
difluorocyclohexanecarboxamide 819859-77-3P, 

1- l t2' -(2-( ( (Cyanonethyl) amino) carbonyl) -4, 4-dif luorocyclohexyl] biphenyl-4- 
yl] thiojcyclopropanecacboxinidic acid methyl ester ai9859-7B-4P, 

2- [4 • - [ (2- (lH-Benzimidazol-2-yl) ethyl) thio) biphenyl-2-ylJ -N- (cyanonethyl) - 
S, S-dif luorocyclohexanecarboxamide 819859-79-5P, 

2- (4 ■ - ( (lH-Benzimldazol-7-ylme thyl) thio] biphenyl-2-yl] -N- (cyanonethyl) -5, S- 
difluorocyclohoxanecarboxamide 8198S9-eO-8P, 

N- (Cyanonethyl) -5. 5-dif luoror2- (4 I [2-( (nethylsulf onyl) amino] ethyl] thio] b 
ip)ienyl-*2-yli cyclohexanecarboxamide 8198S9'-81*9P, 

N- (Cyanonethyl) -5, S-dlfluoro-2-(4 * -(2-{ (me thy l9ulf onyl) amino] ethyl] bipheny 
1-2-yl] cycloheKanecarboxamide 

RL: PAC (Pharmacological activity)/ SPN (Synthetic preparation)* TKU 
(Therapeutic use)* BIOL (Bioloslcal study}* PREP (Preparation)* USES 
(Uaes) 

(inhibitor* prepn. of (cyanoBathyl)cycloh»anecarboxamides as cathepsin 
cysteine protease inhibitors) 
RN 819858-00-9 CAPLUS 

CN Cyclohexanecarboxamide* N- (cyanome thyl) -5, S-dif luoro-2- [4*- 
(nethylthio) [l,l'-biphenyl]-2-yl]-, (1R,2R)- (CA INDBX NAHB) 

Absolute stereochemistry. Rotation (-) . 
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SMe 




RN 8198S8-01-0 CAPLUS 

CN Cyelohenanecarboxaoide, N-(l-cyanoeyclopropyl)-S» 5-dif luoro-2- [4*- 
(BWthylthio) [l,l*-biphenyl)-2-yl)-, (1R,2R)- (9CI) (CA INDEX NAKE) 

Absolute stereochemistry. Rotation (-) . 




RN 
CN 



819858-02-1 CAPLUS 

Cyclohexanecarboxamide, 5, 5-dichloro-N- (cyanonethyl) -2- (4 * - 
(nethylthio) [l,l'-biphenyl]-2-yl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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Lll ANSVER 23 OF 70 CAPLUS COPYRIGKT 2007 ACS on STN (Continued) 





RN 819858-61-2 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -2- (4*- (phenylnethoxy) (1,1* 
biphenyl)-2-yl]- (9CI) (CA INDEX NAME) 



RN 819858-56-5 CAPLUS 

CN cyclohexanecarboxamide, 2-(2-broaophenyl) •N-(cyanoaethyl)-5,5-difluoro- 
(9CI) (CA INDEX NAHE) 



C-NH-CH2-CN 




RN 819B58-5B-7 CAPLUS 

CN cyclohexanecarboxamide, N- (cyanonethyl) -5, 5-dif luoro-2- [4* 
(nettxylthio)(l,l'-biphenyl]-2-yl]- (9CI) (CA INDEX NAME) 




«MI—- '81^458-62-3 CAPLUS 
CN Cyclohexanecarboxamide, H-(cyanoiMthyl)-2-(4'-bydroity[l,l'-biphenyl]-2-yl) 
(9CI) (CA INDEX NAME) 



NC-CH2-NH-C, 




RN 819858-60-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (1-cyanocyclopropyl) -5, 5-dif luoro-2- [4*- 
(nethylthio) (l,l'-biphenyll-2-yll- (9CX) (CA INDEX NAME) 



RN 819858-63-4 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2- (4 ' •fluoro(l, 1' -biphanyl] -2-yl) - 
(9CI) (CA INDEX NAME) 
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F 



RN 8198Se-64-S CAPLUS 

CN Cyclohexanecarboxamid*, N-(cyanonethyl)-2>[4'-(methyl9ulfonyl) {Irl'- 
biphenylJ-a-yl]- (9CI) (CA INDEX NAHE) 




0=S=0 
I 

H« 



RN 019858-65-6 CAPLUS 

CN Cyclohexanecarboxaialde« N- (cyanonethyl) -5, S>dif luoro-2> (4 ' -f luoro(l« 1 ' - 
biphenyl]-2>yl)- (9CI) (CA INDEX NAME) 




F 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 8198SB-66-7 CAPLUS 

CN Cyclohexanecarboxaiaide. N- (cyanomethyl) -2- (4'-ethenyl[l. l*-biphenyl] >2*yl) • 
(9CI) (CA INDEX NAHE) 



0 




a2C=CH 



RN 819858-67-8 CAPLUS 

CN Cyclohexanecarboxaraide, N- (cyanomethyl) -2- (4*-cycloprop/i{l, 1 '-bl phenyl] -2- 
yl)- (9CI) (CA INDS( NAME) 




RN 819658-68-9 CAPLUS 

CN Cyclohexanecarboxaolde, N- (cyanonethyl) -S, 5-dif luoro-2- [5- (nethylsulfonyl) - 
4*-(nethylthio) [l,l'-biphenyll-2-yl)- (9CI) (CA INDEX NAHE) 




RN 819858-69-0 CAPLUS 

CN Cyclohesaneearboxamide, N- (1-cyanocyclopropyl) -5, 5-dif luoro-2- (S- 



Lll ANSWER 23 OF 70 CAPLUS COPYRXGHT 2007 ACS on STN . (Continued) 

(methiylsulfonyl)-4*-(pwthylthlo) [l,l'>biphenyl]-2-yll- (9CI) (CA INDEX 
NAME) 




RN 819858-70-3 CAPLUS 

CN CycloheiianecarbosaBide. N- (cyanomethyl) -2-14 ' -( (f luoromethyl) thio] [1,1** 
biphenyl] -2-yl] - (9CI) (CA INDEX NAHE) 




RN 819858-71-4 CAPLUS 

CN Cyclohexanecarboxanide, N- (cyanomethyl) -2- (2* -raethyl[ 1, 1' -biphenyll -2-yl) - 
(9CI) (CA INDEX NAME) 




RN B19S5S-72-5 CAPLUS 

CN Cyclohexanscacbox amide, N- (cyanomethyl) -2- (4*-fflethyl(l, I'-blphenyl] -2-yl) - 
(9CI) (CA INDEX NAME) 
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RN B19BSB-73-6 CAPLUS 

CN Cycloheaanecacbosamide, N> (cyanomethyl) -2- (4* -ethyl(l,l' -biphenyl] -2-yl)- 
(9CI) (CA INDEX NAHE) 




RN 819858-74-7 CAPLUS 

CN cyclohexanecarboxanide, N- (cyanomethyl) -2- (4 ' -propyl[l, 1* -biphenyl) -2-yl) - 
(9CI) (CA INDEX NAME) 



NC-CH2-NH- C. 




RN 819858-75-8 CAPLUS 

CN Cyclohexanecarboxamide. N- (cyanomethyl) -2- [3*- (1-nethylethyl) (1,1' 
biphenyl) -2-yl] - (9CI) (CA INDEX NAME) 
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NC-CH2-NH-C. 




W 819656-76-9 CAPLUS 

CN CycLohoKanecarboKamide, N>(cyanoDeChiyl)>2-{4**(l-methylethyl) [1,1'* 
biph«nyl]-2-yl}- <9CI) (CA INDEK NAME) 




RN 619859-77-0 CAPtUS 

CN CycloheKanecarboxamide, N- (cyanoB«thyl)-2-(4'-a,l-dlmathylethyl) [1,1* 
hlphanyl] -2-yl] - (9CI) (CA INDEX NAHB) 




Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN 
hiphenyl] -2-yl] - (9CI) (CA INDEX NAME) 



NC-CH2-NH-( 




RN 819858-79-2 CAPLUS 

CM CyclohflKanecarbOKanide, N- (cyanomcthyl) -2- (3*-fluoro[l, l*-biphenyl] -2-yl) - 
(9CI) (CA INDEX NAHE) 




RN B19858-90-5 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2-(2'-fluoro{l, l*-biphenyl]-2-yl)- 
(9Ct) <CA INDEX NAME) . 




RN 819858-78-1 CAPLUS 

CN Cycloli«itan«carbosaidd*, N-(c:yanonathyl)-2-[3'-{trlfluoromattiyl) [1,1*- 



RN 819656-61-6 CAPLUS 

CN Cyclohajtanacarboxafflide, 2- (4 ' -chloro(l, 1* -blphenyl] -2-yl) -N- (cyanoaethyl) - 
(9CI) (CA INDEX NAHB) 
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RN 819858-82-7 CAPLUS 

CN CyclohaxanacarboiiauLda. 2- |3*-chIoro[l,l*-blphanyl1 -2-yl) -N- (cyanoMthyl) - 
(9CI) (CA INDEX NAME) 




RN 919856-83-8 CAPLUS 

CN Cyclohaxanacarboxaalda. N-(cyanom«thyl)-2-[3'-(hydroicyBethyl) (liil'- 
blphanyl) -2-yl1 - (9CI) (CA INDEX NAME) 




RN 819858-84-9 CAPLUS 

CN [1, 1' -Biphenyl) -3-carboxyUc acid, 2*- (2-( ( (cyanoneChyl) amino] carbonyl]cyc 
lohexyll- (9CI) (CA INDEX NAME) 
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0 
II 




COzH 



RN 819656-85-0 CAPLUS 

CN [l,l*-Biphanyl]-4-cacboiiyllc acid, 2*-[2-[ [ (cyanoBethyl) amlno)carbonyl)cyc 
lohaxyl]- (9CI) (CA INDEX NAHE) 




RN 619656-66-1 CAPLUS 

CN Cyclohaxanecari)0]iamid8, H- (cyanonethyl) -2- (3*-mtho>y(l,l'-biphanyl)-2-yl) - 
(9CI) (CA INDEX NAME) 




RN 819858-87-2 CAPLUS 

CN Cyclohaxanacacboxamide, N- (cyanoaathyl) -2- (2* -ethoxy(l, l'-biphanyl)-2-yl) - 
(9CI) (CA INDEX NAME) 
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O 

II 

NC-CH2~NH~ 




RN 919859-89-3 CAPLUS 

CN Cyclohexanecarboxamida, N> (cyanODethyl) -2- (4 ' -ethoxy [1» 1* -biphtnyl] -2-yl) - 
(9CI) (CA INDEX NAME) 



HC-CH2-NH-I 




RN 819858-89-4 CAPLUS 

CN CyelohCKAntcarbonanid*, N- (eyanonathyl) •2-(3*- (l-methylethoity).[l, 1' 
hlphanyl) -2-yX) • (9CI) (CA INDEX NAME) 
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RN 819BSB-91-8 CAPLUS 

CN Cyclohaxanecarboiianide, N- (cyanonethyl) >2- (4* -phenoxy[l. 1* >biphtnyl) -2-yl) 
(9CI) (CA INDEX HAKE) 




RN 819856-92-9 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -2- [4 *- (tcifluoronathoxy) [1,1'- 
biphenyl] •2-yl] - (9CI) (CA INDEX NAME) 





819858-90-7 CAPLUS 

Cyclohexanecarboxaraide, N- (cyanomethyl) -2- (4 ' - (l-methylethoxy) [1,1' 
biphenyl] -2-yl] - (9CI) (CA INDEX NAHB) 



RN 819858-93-0 CAPUJS 
CN cyclohexanecarboxauide, N-(cyani 
2-yl]- (9CI) (CA INDQC NAME) 



lethyl) -2- [2'^ (mathylthio) (1,1* -biphenyl] - 
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RN 819858-94-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -2- [3*- (nethylthio) [1, 1* -biphenyl] - 
2-yl)- (9CI) (CA INDEX NAHE) 



0 




SHe 



RN 819858-95-2 CAPLUS 

CN Cyclohevaneearboxanide. N-(cyanoaathyl)-2-[4'-(ethylthio) [1. 1* -biphenyl] -2- 
yl]- (9CI) (CA INDEX NAME) 




EtS 



RN 819858-96-3 CAPLUS 

CN Cyclohexanecarboxaiaide, 2- (3*-aBinotlM*-biphenyl]-2-yl)-N-(cyanomathyl) - 
(9CI) (CA INDEX NAME) 
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0 




NH2 



RN 819858-98-5 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanoaiethyl)-2-[4'-(diDethylanino) [l,l'- 
biphenyl]-2-yl]- (9CI) (CA INDEX NAME) 



o 




Me2N 

RN B198SB-99-6 CAPLUS 

CN CycJ-ohexanecacboxandde, N- (cyanonethyl) -2- (3* -nitroCl, 1 * -biphenyl] -2-yl) - 
{9CI) (CA INDEX NAHB) 



O 




N02 



RN 819859-00-2 CAPLUS 

CN cyclohexanecarboxaaide, 2-{3'-(acetylaaino) (1,1 '-biphenyl] -2-yl| -N- 
( cyanomethyl)- (9CI) (CA INDEX NAME) 
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O 

II 

IIC-CH2-NH 
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C-NH-CH2-CN 




RN 8198S9-01-3 CAPLUS 

CN CyclohManacarboxamida, N- (cyanoanthyl) -2-[4*-(2'-iMthylpropyl) [1. 1*- 
biphenyl]-2-vl]- (9CI) (CA INDEX NAME) 



RN 819S59-04-6 CAPLUS 

CN Cyclohexanecarboxaaide, N- (cyanoMthyl) -2-(2- (2-netho«y-5- 
pyrlDidinyl) phenyl] - (9CI) <CA INDEX NAHE) 



NC-CH2-NH 





RN 819859-02-4 CAPLUS 

CN Cyclohaxanecarbosamide, N-(cyanoMthyl)-2-(2-(4-pyridinyl>ph«nyl]> (9CI) 
(CA INDEX NAHE) 



RN ai98S9-0S-7 CAPLUS 

CN Cyclohftxanacarboiamlde. N-(cyanoaathyl)-2-[2-(3<pycldinyl)phtnyl)- (9CI) 
(CA INDEX NAHE) 




NC-CH2-NH-C 




RN 8198S9>03-S CAPLUS 

CN Cycloh«Kan«carboxamld«, N-(cyanoaethyl)-2-[2-(8-qtilnolinyl)phenyl]- (9CI) 
(CA INDEX NAMEl 



RN B19859-06<8 CAPLUS 

CH cyclohexanecarbosamide, N-(cyanomechyl)-2-[2-(3-thlatiyl) phenyl]- (9CI) 
(CA INDEX NAME) 
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0 
II 

NC-'CH2-NH- 




RN 8198S9-07-9 CAPLUS 

CN cyclohexanecarboxanida, 2- (4*-acetyl(l,l'-biphenyl)-2-yl) -N-(cyanomethyl)< 
{9CI) (CA INDEX NAME) 



RN 819859-10-4 CAPLUS 

CN CyclohexanecarboxaiBlde, 2- (3*-cyano[l. 1' -biphenyl] -2-yl) -N- (cyanonethyl) - 
(9CI) (CA INDEX NAME) 





RN 819859-08-0 CAPLUS 

CN Cydohexanecacboxamide, N- (cyanomethyl) -2- [ 1, 1» : 2* , 1* *-tecphenyl] -2-yl- 
(9CI) (CA INDEX NAME) 



RN 819859-11-5 CAPLUS 

CN 3-Cyclohexene-l-carboxaiBide. 6- (3-br(»iophenyl}-N- (cyanomethyl)- (9CI) (CA 
INDEX NAME) 




RN 819859-09-1 CAPLUS 

CN Cyclohexanecarboxamide, 2- (4 * -cyano[ 1, 1* -biphenyl] -2-yl) -N- (cyanonethyl) - 
(9CI) (CA INDEX NAME) 



C-NH-CH2-CN 

6ty 



RN 819859-12-6 CAPLUS 

CN Cyelohexanecarbosamide, 2- (3-bromophenyl) -N- (cyanonethyl) - (9CI) (CA 
INDEX NAHE) 
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0 

1} 

C-NH-CH2-CN 
RN 919859-13-7 CAPLUS 

CN l-Piperazinecarboxylic acid, 4>(3*-[2-U (cyanomathyl) amino] carbonyl]cycloh 
8KylI(l,l*-blphenyl]-4-yl]-. 1. l-diowthylethyl ester (9C1) (CA INDEX 
NAME) • 



O 




RN 819859-14-6 CAPLUS 

CN CycloheiianecarbcMiamlde. N- (cyanomathyl) •2-(4 * - (1-piperazinyl) [1,1*- 
biph«nyl)-3-yl)- (SCI) (CA INDEX NAME) 




RN B19BS9-15-9 CAPLUS 

CN Cyclopentanecarbosanide, 2-(3<bromophenyl)-N>(cyaRomethyl)-4-iMthyl- (9CI) 
(CA INDEX NAME) 



NC-CH2-NH-C 



RN 819859-16-0 CAPLUS 
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CN CycioheKanecarboxamide, N- (cyanonethyl) -2- (4 ♦ -Bnthoiiy(l , 1* -blphanyl] -3-yl) - 
(9CI) (CA INDEX NAME) 



O 




RN 819659-17-1 CAPLUS 

CN CyclohexanecarboxaiBide, N-(cyano8Mthyl)-2-[4*-(nathylthio) [l,l'-biphenyl1- 
3-yll- (9CI) (CA INDEX NAME) 



0 




RN 619859-18-2 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2-[4'-(mathyl9ulfonyl} II, l*- 
biphenylJ-3-yll- {9CI) (CA INDEX NAME) 




. II 
O 



RN 819859-19-3 CAPLUS 
. CN Cyclohexanecarboxaiaide, N- (cyanonethyl) -2- (5-phtnyl-2-oxazolyl)- (9CI) 
(CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



RN 819859-20-6 CAPLUS 

CN Cyclohexanecarbosaaide, N-(cyanOBMthyl)-2-(5-phenyl-2-thiazolyl)- (9CI) 
(CA INDEX NAME) 



vO 



RN 819859-21-7 CAPLUS 

CN Cyclohexanecarboxaiaide, 2-(2-broiBophenyl)-N-(cyanomethyl)- (9CI) (CA 
INDEX NAME) 



Lll ANSVER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 819859-23-9 CAPLUS 

CN Cyclohexanecarboxaaide, N- (cyanoaethyl) -2-phenyl- (9CI) (CA INDEX NAME) 



a 



C-NH-CH2-CN 



RN 819859-24-0 CAPLUS 

CN Cyclohexanecarboxamide, 5»5-dichloro-N-(cyanoMthyl)-2-(4* 
(nethylthio)Il.l'-bipljenyll-2-yll- (9C1) (CA INDB( NAME) 




C-NH-CH2-CN 

630 



RN 819859-22-8 CAPLUS 

CN Cyclohaxanecarboxamido, N- (cyanomthyl) -2-[4'-(net)iylthio) (1, l*-biphenyl] - 
2-yl)- (9CI) (CA INDEX NAME) 




RN 819859-25-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -5, 5-difluoro-2-(l-nethyl-3-[4- 
(BBthylthio) phenyl] -lH-pyraioX-4-yl]- (9CI) (CA INDEX NAME) 




RN . 819859-26-2 CAPLUS 

CN Spiro[2.5]octane-5-cacboxanide, 6- (2-broBH3phenyl)-N- (cyanoaethyl)- (9CI) 
(CA INDEX NAME) 




Karen Cheng 



10560672restrict 



Lll ANSWER 23 OF 70 CftPLUS COPYRIGHT 2007 ACS on STN (Continued) 

O 
II 

NC-CH2-NH-C 
Br 

W 819B59-27-3 CAPLUS 

CN Cycloh«xanecarbo)taiBide, 2< (3-brom(»-l-nethvl-lH•pyrazol-4-yl>-H- 
(cyanom•thyI) -5,5-difluoro- (9CX) (CA INDEX NAME) 



I 




IW B19B59-2B-4 CA?LUS 

CN Spiro[2.5)octan*-5-carboxaralde, N-(cyanomathyl)-6-[4*- (nethylthio) [1,1*- 
. biphanvll-2-yl]- (9CI) (CA INDEX NAHE) 



O 

II 

NC-CH2-NH-C 




RN 819859>29-5 CAPLUS 

CN CyclohaKanacarbOKanida, 2- (2-broBophanyl)-5,S-dichloro-N-(cyanoiMthyl)* 
OCX) <CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



0 




RN 819859-30-8 CAPLUS 

CN Cyclohajtanecarboxamlde, 2- (3-bromo-l-methyl-lH-pyrazol-4-yl) -S, S-dichioro> 
N-(cyanomothyl)- (9CI) (CA INDEX NAME) 



Me 




RN 819859-31-9 CAPLUS 

CN C/clohexanecarboxaoide,- N-(cyanoiMthyl)-2-( (lZ).-2-[4- 
(inethylthio) phenyl} athenylj- (9CI) (CA INDEX NAME) 

Double bond geometry as shovn. 




RN 819859-32-0 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2- {2-14- (methylthio) phenyl] ethylj- 
(9CI) (CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (ConUnued) 



^-'"'^ C- NH- CH2- CN ^•"'^ e 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN ( 
RN 819859-36-4 CAPLUS 

CN Cycloheaanecarboxamide, N- (cyanonethyl) -2-t (lB)-2-I4- 
(Bethyl9ulf onyl) phenyl] etbenyl] - (9CI) (CA INDEX NAME) 

Double bond geoaetry as shown. 



RN B19B59-33-1 CAPLUS 

CN Cyclohexanecarboxaiaide, N-(cyanomethyl)-2-[ (lZ)-2-t4- 
(Dethylsulfonyl)phenyl]•thenyl]- (9CI) (CA INDEX NAHE) 

Double bond geoaetry ae 




RN 819859-34-2 CAPLUS 

CN CycloheKanecarbosamlde, N-(cyanonMthyl)-2-(2-[4- 

(nethylsulfonyl) phenyl] ethyl]- (9C1) (CA INDEX NAME) 




RN 819859-37-5 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanomethyl) -2-{2-{4- 
[ (trifluoromethyi) thio] phenyl] ethyl) - (9CI) (CA INDEX NAME) 



u 

C-NH- 

& 



NH-CH2-CN 

CH2-CH; 



o 

II 

C-NH-CH2-CN 



RN 819859-3S-3 CAPLUS 

CN CyclohexanecacboMaadde, N- (cyanomethyl) -2- [ (IZ) -2- [4- 

[(trifluoroBethyl)thlo]phenyl]ethenyl]- (9CI) (CA INDEX NAHE) 

Double bond geometry as shovn. 




Karen Cheng 



RN 819859-38-6 CAPLUS 

CN Cyclohexanecacboxaaide, N- (cyanomethyl) -2-ethynyl- (9C1) (CA INDEX NAHE) 



a 



C-HH-CH2-CN 
il 



RN 819859-39-7 CAPLUS 

CN Cycloheaanecarboxamlde, N- (cyanomethyl) -2-( [4-(methylthio)phenyl]ethynyl] - 
(9CI) (CA INDEX NAHE) 



jC-NH-CH2-CN 



10560672restrict 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RM 819859-40-0 CAPLUS 

CN CycloheKanecarboxaiaide, N>(cyanoiBethyl)-2-[[4-. 

(aMthyl8ulfonyl)phttnyl]ethynyl]> (9CX) (CA INDEX NAHB) 



Lll ANSVER 23 OF 70 CAPLUS COPYRIGKr 2007 ACS On STN (Continued) 
RN 819659-44-4 CAPLUS 

CN Cyclohflxanecarboxanide, 2- ( [1, I' -biphenylj -4-ylechynyl) -N- (cyanonwthyl) - 
(9CI) (CA INDEX NAME) 



C-NH-CH2-CN 



RH 819859-41-1 CAPWS 

CN CyclohaxanacarboMaaida, N- (cyanomethyl)-2-[(4- 
[ (trif luorooethyl) thlo]phenyl]ethynyl]- (9CI> (CA INDEX HAKE) 



C-NH-CHj-CN 



RN 819859-42-2 CAPLUS 

CN CycloheKanacarboxamida, N< (cyanonethyl) -2- (phanylathynyl)- (9CI) (CA 
1 NAME) 



a: 



• KH- CH2- CN 



RN 819859-43-3 CAPLUS . 
CN Cycloheiianacatbosamide, 2-[ (4-bromophanyl)atliynyl]-N- (cyanonethyl)- (9CI) 
(CA INDEX NAHE) 



^-""'^ C- NH- CH2- CN 



— C- NH- CH2- CN 



RN 819859-45-5 CAPLUS 

CN Cyclohexanacarboxamida, N-<cyanoaethyl)-2-[[4*-(mthylthio) [1, l*-biphanyl] 
4-yl]ethynyl]- (9CI) (CA INDEX NAHE) 



O 
II 

NC~CH2-NH-C 



RN 819S59-46-6 CAPLUS 

CN Cyclohexanecarboxamlda, N-(cyanoiaethyl)-2-[ (3-fluoraphanyl)«thynyl]- (9CI) 
(CA INDEX NAHE) 



C-NH-CH2--CN 



RN 819859-47>7 CAPLUS 

CN Cyclohaxanecarboxanide, 2-[ (3-chlorophanyl)ethynyl] -N-(cyanaa«thyl) - (9C1) 
(CA INDEX NAHE) 



^ <|-NH-CH2-CN 



Lll ANSVER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 819859-48-8 CAPLUS 

CN Cyclohexanecarbox amide, N- (cyanonethyl) -2-( [4- ( 4 -pyridinyi) phenyl] ethynyl] - 
(9CI) ' (CA INDEX NAHE) 



■X) 



RN 819859-49-9 CAPLUS 

CN Cyclohexanecarboxamide, 2- [ (3-brotmpheRyl) ethynyl] -N- (cyanome thy 1) - (9CI) 
(CA INDEX NAME) 



RN 819859-50-2 CAPLUS 

CN CyeloheKanecacboxamida, 2- ( (1, 1 ' •biphenyl) -3-ylethynyl) -N- (cyanomethyl) - 
{9CI> <CA INDEX NAHE) 



RN 819859-51-3 CAPLUS 

CN CycloheKanecarboxaiaide, 2- [ (2-bromophenyl) ethynyl] -H- (cyanomethyl)- (9CI) 
(CA INDEX HAKE) 



Lll ANSVER 23 OF 70 CAPLUS COPrRIGBr 2007 ACS on STN (ConUnued) 
CN Cyclohexanecarboxafflide, 2-((l,l'-biphenyl]-2-ylathynyl)-N-(cyanaMthyl)- 
(9a) (CA INDEX NAME) 




RN 819859-53-5 CAPLUS 

CN Cyclohexanecarboxaffllde, N- (cyanomethyl) -2- [[4- (6-Betho«y-2-pyridinyl) -3- 
thienyl] ethynyl]- (9Ct) (CA INDEX NAME) 




RN 819859-54-6 CAPLUS 

CN Cyclohexanecarboxamide. N- (cyanomethyl) -2- {4 '-( (cyanomethyl) thio] [1,1' 
biphenyl]>2>yl]-5,5-difluoco- (9CI) (CA INDEX NAME) 




RN 819859-55-7 CAPLUS 

CN CycLohexanecarboxand.de, 2-(4*-t (2-araino-2-oxo6thyl) thio] [1, l*-biphenyl) -2- 
yll-N- (cyanomethyl) -5, 5-difluoro- (9CI) (CA INDEX NAHE) 



RN 819859-52-4 CAPLUS 

Karen Cheng 



10560672restrict 



Lll ANSWER 23 OP 70 CAPLUS OOPYRI^IT 2007 ACS on STH (Continued) 



MC-CH2- NH-C — ^ ^ 



S-CH2-C-NH2 



RN 819859-56-B CAPLUS 

CN Cyclohexantcarboxamide, N- (cyanoaethyl) -2- [4 ' -[ [2-( (cyanomethyl) anino] -2- 
OKoethyllthlo] [l,l*-biph«nyl]-2-yll-S,S-difluoro- (9CZ) (CA INDEX NAHB) 



MC-CH2-NH-C — 



S~ CH2- C" NH- CH2- CN 



m 819859-57-9 CAPLUS 

CN Cyclohesanacarboiiaraide, N-(cyanomethyI)-5,5-di.fluoco-2-[4'-[[2-(2- 
pyridinyl)€thyl)thloHl'l*-blph«nyll-2-yl}- (9CI) (CA INDEX NAME) 




S-CH2-C3i2— 

N^ 



RN 919859-58-0 CAPLUS 

CN Cyclohejcanecarbosanide, N- (cyanomethyl) -5, 5-difluoro-2-I4 (2- 

pyrldlnylnethyDthio] Il,l*-biphenyll-2-yl]- (9CI) (CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (ConUnued) 




RN 819859-59-1 CAPLUS 

CN Cyclohexanecarboxamida, N- (cyanomethyl) -S, 5-difluoro-2- [4 '-( (3- 

pycidinylraethyl) thiol [l,l'-biphenyl]-2-ylJ- (9CI) (CA INDEX NAME) 




-O 



RN 819859-60-4 CAPLUS 

CN Cyclohexanecarboxanide, N- (cyanomithyl) -5, 5-difluoro-2- [4 •- [ (4- 

pyridinylnethyl) thiol t 1.1' -biph«nyl]-2-yl]- (9CI) (CA INDEX NAME) 



0 

/ \_c-NH-CB2-CN 



RN 819859-61-S CAPLUS 

CN Cyclohexanecarboxanide, 2-[4*-( (lH-benzlnidazol-2-ylflHithyl) thlo] [1, 1*- 
blphenyl]-2-yl]-N-(cyanoMthyl)-5,5-difluoro- (9CI) (CA INDEX NMB) 



Lll ANSWER 23 OP 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



P P 




RN 819859-62-6 CAPLUS 

CN Cyclohexanecarboxamide, 2-[4*>[(lH-benzimidazol-5-yliBethyl)thio] [l,l'- 
biphenyl]-^-yl]-N-(cya^oaethyl)-S,5-difluoro- (9CI) (CA INDEX NAHB) 

r p 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 819859-65-9 CAPLUS 

CN Cyclohexanecarboxanide, N- (cyanomethyl) -5, 5-dif luoro-2-(4* • [ [ [1- (IH- 

imidazol-2-ylnethyl) -lH-iBidazol-2-ylloethyll thiol [1, 1* -biphenylj -2-yll - 
(9CI} (CA INDEX NAME) 




H 




RN 819859-63-7 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanooMthyl) -5, 5-<lif luoro-2- [4*-( (lR-iBd.dazol-4- 
ylmathyl) thio] (1,1* -biphenyl] -2-yll - (9CI ) (CA INDEX NAME) 

P P 




RN 819859-66-0 CAPLUS 

CN Cyclohexanecarboxamids, N-(cyanOBathyl)-5.5-difluoro-2-(4*-((2-(UI- 

inidazol-4-yl) ethyl] thlo) (1,1 '-biphenyl] -2-yl]- (9CI) (CA INDEX NAME) 



F F 




RN 819859-67-1 CAPLUS 

CN Cyclohexanecarboxanide, N-(cyanomethyl)-5.5-dlfluoro-2-[4*-((2-(lH- 

imidazol-2-yl) ethyll thio] [I, I'-blphenyll -2-yll- (9CI) (CA INDEX NAME) 



P F 



819859-64-8 CAPLUS 

Cyclohexanecarboxanide, N- (cyanonethyl) -5, 5-dif luoro-2- [4 * -[ (lH-inidazol-2- 
ylBethyl)thioHl,l*-biphenyll-2-yl)- (9CI) (CA INDEX NAME) 



C-NH-CH2-CN 
0 



C-NH-CH2-CN 



819859-68-2 CAPLUS 

cyclohexanecarboxanide, N- (cyanomethyl) -5, 5-dif luoro-2- (4 ' - [ [ (l-nethyl- 
piperidinyl) methyl] thio) (1,1* -biphenyl] -2-yl]- (9CI) (CA INDEX NAME) 



Karen Cheng 



10560672restrict 



Lll ANSWER 23 or 70 CAPLUS COPYRIGHT 2007 ACS on STH (Continued) 



( ) — C-NH-CH2-CN 

r 



m 8198S9-69-3 CAPLUS 

CN CyclohcKanacarboxaalde, H- (cyanomethyl) -5, 5-dif luoro-2- [4 ' - [ (2- (l-methyl-^- 
piperidinyDttthylJ thio] (l,l*-biphenyI)-2-yl]- (SCI) (CA INDEX MAME) 



^0 "C^'— CH2- CH2— 



( V— C-NH-CH2-CN 



RN 8198S9-70-6 CAPLUS 

CM Cyclohexan«carboKamide, N- (cyanomethyl) -S, 5-dif luoro-2>[2' •fluoco-4 *- 
(BWthylthio) (l,l'Tbiph«nylJ-2-ylJ- C9C1) .(CA- INDEX NAME)- .... 



MC-CH2- 




pa. 



RN 8198S9-71<7 CAPLUS 

CN CyclohaxanecarboKaiiiide, N- (cyanoaethyl) -5. 5>dif luoro-2- (4 ' • [ [ (4-ph«nyl-lH- 
imldazol-2-yl)BMthyl]thio] [l,l'-biphanyl)-2-yl]- (9CI) (CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 819859-72-8 CAPLUS 

CN Cyclohftxanecacboxanide, N- (cyanomethyl) -S, 5-dif luoco-2- (4 ' - ( [2- (4- 
pyridinyDethyllthio] (l,l'-biphenyl]-2-yl]- (9CI) (CA INDDC NAME) 



.^^JJ — S- CH2- CH2- 



-O 



C-NB-CH2-CN 



RN 819859-73-9 CAPLUS 

CN Cycloh«xanecacbo» amide, N- (cyanooethyl) -5, 5-difluoro-2- (4 ' -( (2-{ (2- 

pycldinylsulfonyl) aminoj ethyl] thio] (1,1' -biphenylJ-2-ylJ- (9C1) (CA INDEX 




S-CH2-CH2-NH- 



'to 



RN 819BS9-74-0 CAPLUS 

CN cyclohexanecarboxaaide, N- (cyanomethyl) -5, 5-dif luoro-2-(4 '-( (2- [ (2- 

pyridinylaulfonyl) [ 2- [ (2-pyridinylsulfonyl) amino] ethyl] amino) ethyl] thio] [1 
,l*-biphenyl]-2-yl]- (9CI) (CA INDEX NAME) 



HI ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 819859-75-1 CAPLUS 

CN Cydohexanecarboxaniide, N- (cyanomethyl) -5, 5-dif luoro-2-(4 (lB*tetrazol-5- 
ylmethyDthio] H,l*-biphenyl]-2-yl]- (9CI) (CA INDEX NAME) 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

CN Cyclopropanecacboaimidic acid, l-[{2'-[2-( [ (cyanomethyl) aiainojcarbonyll - 

4,4-difluorocyclohe«yll(l,l'-biphenylI-4-yl]thlo]-, methyl ester (9CI) 

(CA INDEX NAME) 



r r 




CN Cyclohexanecacboxamide, 2-[4 '-[ (2- (lH-benziBida2ol-2-yl) ethyl) thio] [1,1*- 
biphenyl]-2-yl]-N- (cyanomethyl) -5, 5-dif luoro- (9CI) (CA INDEX NAME) 



F F 



F F 




RN 819859-76-2 CAPLUS 

CN CycloheKanecarbosaaide, 2- [4 • -[ (l-cyanocycli^ropyl) thiol (1, 1' -biphenyll -2- 
yl]-N- (cyanomethyl) -5, 5-dif luoro- (9CI) (CA INDEX NAME) 



F F 




CN 



RN 819859-77-3. CAPLUS 

Karen Cheng 




RN 819B59-79-5 CAPLUS 

CN CyclohexanecarboKamide, 2-[4*-[ (lH-benzimidazol-4-ylaethyl) thiol (1,1'- 
biphenyl]-2-ylJ-N- (cyanomethyl) -5, 5-dif luoro- (9CI) (CA INDEX NAME) 



F 




10560672restrict 



Lll ANSVER 23 OF 70 CAPLU5 COPYRIGHT 2007 ACS on STN (Continued) 
RN 819859-80>a CAPLUS 

CN CyclohttxanttcarbOMamide, N-<cyanoBethiyl)-S,5-di£luoro-2>(4'-{[2- 

[(methyl9ulfonyl)anino]fithyllthlo] (l,l*-biph«nyl]>2-yl}- (9CI) (CA INDEX 




S- CH2 - CH2- NH- S- Me 



RN B19859-81-9 CAPLUS 

CN Cycloheiianecarbo»afflid«, N-(cyanomethyl)-5,5-difluoro-2-[4'-[2- 

( (methylsulfonyDanino] ethyl] [1,1 •-biphenyI)-2-yll- (9CI) (CA INDEX NAME) 



NC-CH2-NH- 




IT 819858-04-3? 8196S8-06>5? 819&58-08-7P 
91985fl-10-lP 819858-12-3P 819858-14-5P 
919B5B-16-7P B19858-18-9P ei9B5B-20-3P 
819858-22-5? 819858-24-7P 819858-26-9P 
819858-27-OP B19858-28-1P 819858-29-2P 
819858-30-5P B19858-31-6P B19858-32-7P 
8198S8-33-8P B19858-34-9P B19BSB-3S-0P 
819858-36-lP 819858-37-2P 8198S8-38-3P 
819858-39-4? 8198S8-40-7P 819858-41-6? 
8198S8-42-9P 819858-43-OP 

RLt PAC (Pharnacological activity)! SPN (Synthetic preparation)* THU 
(Therapeutic use)* BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(preparation of (cyanonethyl)cyclohexanecarboxamides as cathepsin 

cysteine 

protease inhibitors) 
BH 819858-04-3 CAPLUS 



m ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN CycloSeKanecarboxamide. N- (cyanoraethyl) -5, 5-dif luoro-2- [ l-Dethyl-4'- [4- 
(methylthio) phenyl] -lH-pyrazol-3-ylJ-, (lH,2R)-rel- (CA INDEX NANS) 

Relative stereochemistry. 




RN 819858-06-5 CAPLUS 

CN Cyclohexanecarboiianide, N-(cyanoaethyl)-2-[4*-C (cyanonethyl) thlo) Cl.l* 
biphenyl)-2-yl]-S.5-difluoro-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 819858-08-7 CAPUJS 

CN Cyclohexanecacboxamide, 2-(4'-( (2-amino-2-oxoethyl) thio] [1, 1* -biphenyl] -2- 
yll -N- (cyanonethyl) -S, 5-dlf luoro-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Lll ANSVER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 819858-10-1 CAPLUS 

CN Cyclohexanecarboxamlde, 2-[4'-[[3-(cyanoanino)-2-o>optopyl]thioHl,l'- 
biphenyl]-2-yl)-N-(cyanomethyl)-5,S-difluoro-, (lR,2R)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochenlstry. 




RN 819858-12-3 CAPLUS 

CN cyclohexanecacboxamide, N-(cyanomathyl)-5,S-difluoro-2-(4'-([2-(2- 

pyridinyl) ethyl] thiol tl,l'-biphenyll-2-ylJ-, (lR.2R)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochenlstry. 



Karen Cheng 




RN 819858-14-5 CAPLUS 

CN Cyclohexanecarboxaaide, N> (cyanoaethyl)-5,5-difluoro-2-[4*-[ (2- 

pycidinylmethyl)thio}{l,l'-biphenyl]-2-yl]-. (lR.2R)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 819858-16-7 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanoBethyl) -5, 5-difluoro-2-[4*-[ (3- 

pyridinyl»ethyl)thioJIl,l»-biphenyl]-2-yl]-. (lR,2R)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 819858-18-9 CAPLUS 

CN CyclohexanecarboxanLde, N-(cyanomethyl)-5,5-difluoro-2-(4'-((4- 



105606.72restrict 



Lll ANSWER 23 0? 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

pyridinylmethyl) thiol tl.l»-blph«nyl3-2-yll-. (lR.2R)-c«l- (9CI) (CA INDEX 
NAME) 

Rslativa stareochenlstry. 




Ml 819858-20-3 CAPLUS 

CN C/clohexanecacboxanide, 2-[4*-( (IH-benzimidazol-S-ylmethyl) thio] 11,1*- 
biphenyXl-2-ylJ-N-(cyanoiaethyl)-S.5-difluoro-, (lB,2B)-rel- (9CI) (CA 
INDEX NAME) 

Relative atereochemistry. 




UN 8198S8«22-5 CAPLUS 

CN C/cloheKanecarbosamide» N- (eyanoaethyl) -S, S-difluoro-2-{4 *• [ (lH-iBidazol-4- 
ylBethyl)tM.o](l,l'-blphenyl]-2>yl]-, (lR,2R)-rel- (9CI» (CA INDEX NAHE) 

• Relative stereochemiatcy. 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




BN 819858-24-7 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanosiethyl) -5, 5>dif luoro-2- [4 * - [ (lH-inidazol-2- 
ylraethyl)thioHl,l'-biphanyll-2-yll-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative atereochemiatry. 




RN 819858-26-9 CAPLUS 

CN CycloheKanecarboxamide, N-(cyanometliyl) -5, 5-difluoro-2-[4 ' -( ( (1- (IH- 

i«idBzol-2-ylBi«thyl) -lH-imida20l-2-yll methyl] thio] (1, 1'-biphenyl] -2-yl] 
(lR.2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereocheoiatry. 



Lll ANSWER 23 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN B19BSB-27-0 CAPLUS 

CN Cyclohesanecacbosanide, N- (cyanonethyl) S-difluoco-2- [4* -( [2- (IH- 

iinidazol-4-yl) ethyl) thio) [1,1' -biphenyl) -2-yl)-, (lR,2R)-cel- (9CI) (CA 
INDEX NAME) 

Relative stereochenistry. 




RN B1985B-2B-1 CAPLUS 

CN Cyclohexanecarbosamide, N-(cyanoBethyl)-5.5-difluoro-2-[4*-[[2-(lH- 

imidazol-2-yl) ethyl] thio] [1,1' -bipbenyl] -2-yl]-. (lR,2R)-rel' (9Cl) (CA 
INDEX NAME) 

Relative steceochemiatry. 
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RN 819858-29-2 CAPLUS 

CN Cyclohexanecacboxamide, N-(cyanomathyl)-5,5-difluoro-2-(4*-{( (l-methyl-4- 
pipecidinyl) methyl] thio] [1,1' -biphenyl] -2-yl]-, (lR,2R)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochenistry. 




RM 819B5B-30-5 CAPLUS 

CN Cyclohesanecarboxaaide, N- (cyanonethyl) -5, 5<dif luoro-2-{4 ' - { (2- (l-methyl-4- 
plperidinyDethylJthio] tl,l'-biphenylJ-2-yl)-, (lR,2R)-cel- (9CI) (CA 

INDEX NAHE) 
Relative atereochemiatry. 



F F 




RN 819358-31-6 CAPLUS 

CN Cyclohexanecarboxaraide, N- (cyanomethyl) -5, 5-dif luoro-2-(2' -f luoro-4 ' - 

(methylthio) [1,1' -biphenyl] -2-yll-, (lR.2R)-rel« (9CI) (CA INDEX NAME) 

Relative stereocheaiatry. 
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RN 819858-32-7 CAPLUS 

CN Cyclohexanecarboiiamida, N- (cyanomethyl) -5,5-difluoco-2-(4'-[ [ (4-pheriyl-lH- 
imida2ol-2-yl)Bethyll thiol [1,1 •-biphenylJ-2-ylJ-, (lR,2R)-cel- (9CI) (CA 
INDEX NAME) 

Ralativa stereochemistry. 




RN B198S8-33-8 CAPLUS 

CN cyclohexanecarboxamidt, N><eyanomethyl)-5,5-difluoro-2-[4'-[[2-(4'- 

pyridinyl) ethyl] thiol (1,1' -biphenyl]-2-yl]-, (lR,2R)-rel- (9CI) (CA INDEX 
NAME) ' 

Relative stereochemistry. 
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CN CyclohexanecarboKaaide, N- (cyanomethyl) -5, 5-difluoro-2-(4 [2- ( (2- 

pyridinylsulfonyl) amino] ethyl] thio) (1,1' •biphenyl] -2-yll (IR, 2R) -rel- 
(9CI} (CA INDEX NAME) 

Relative stereoehsmistry; 




RN 8198S8-3S-0 CAPLUS 

at Cyclohexanecarboxamide, N- (cyanomethyl) -5, 5-dlfluoro-2- [4 *-[ [2-( (2- 

pyridlnylaulfonyl) ( 2- [ (2-pyridinylsulf onyl) amino] ethyl] ami no] ethyl] thio] (1 
,l*-biphenyl]-2-yl]-, (lR,2R)-rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 
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RN ei9BS8>36-l CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanMMthyl) -5, 5-dif luoro-2- [4 *- [ (lH-Cetrazol-5- 
ylmethyDthio] [l,l'-biphenyll-2-ylJ-, (lR.2R)-rel- (9CI) (CA INDBC NAME) 

Relative stereochendstry. 




RN 819858-37-2 CAPLUS 

CN Cyclohexanecarboxamide, 2-(4*-[ (1-cyanocyclopropyl) thio] Il,l'-biphenylJ-2- 
ylJ-N- (cyanomethyl) -S,5-difluoro-, (lR,2R)-rel- (9CI) (CA INOSC NAHE) 

Relative stereochemistry. 
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0 




CN 



RN 819858-38-3 CAPLUS 

CN Cyclop ropanecarboximidic acid, 1- ( [2'- [ (IR, 2R) -2- 

(( (cyanomethyl) amino) carbonyl] -4, 4-dif luorocyclohexyl] (1, 1' -biphenyl) -4- 
yl]thio]-, methyl ester, eel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN 819358-39-4 CAPLUS 

CN CyclohexanecarboKamide, 2-{4*-[[2-(lH-benzimidazol-2-yl)ethylJ thio) (1,1*- 
biphenyl) -2-yl]-N- (cyanomethyl) -S,5-difluoro-, (lR.2R)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
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r F 




m 8198Se-40-7 CAPLUS 

CN Cyclohexanccarboitamid*. 2-[4'-[ (lH-b*nzlBidazol-4-ylMthyl)thio] [1,1*- 
blph«nyl]-2-yl]-N-(cyanoMthyl)-5,5-difluoro-, (lR,2K}-rel- (9CI) (OA' 
INDEX NAME) 

Ralatlva storaochamiatry. 




RN 8198SB-41-0 CAPLUS 

CN Cyclohexanacarboxamide, N- (cyanomathyl) -S, 5-dif luoro-2-{4 '-[ [2- 

[ (nethylsulf onyl) amino] ethyl] thio] (1,1* -biphanyl] -2-yl] (IR. 2R) -rel- 
(9CI) (CA INDEX NAME) 

Ralativa ataraochanistcy. 
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RN 819858-42-9 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanoBethyl) -5,$-difluo^o-2-(4'-C2- 
{ (methylaulfonyl) aminojathyl] (1, 1 * -biphanyl] -2-yl]-, (lR,2R)-cai- (9CI) 
(CA INDEX NAME) . . 

Relative . steraochamiatcy. 




RN B19B5B-43-0 CAPLUS 

CN CyclohexanecarboxamidB, 2- [4 ' - [ (lH-benziiiiidazol-2-ylmatliyl)thio] 11,1*- 
biphenyl]-2-ylJ-N-(cyanonethyl)-5,5-difluoro-, (lR.2R)-rel- (9C1) (CA 
INDEX NAME) 

Relative atereocheraistry. 
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IT 819858-51-OP. (IR, 2R) -2- (2-Bromophenyl) -N- (cyanomethyl) -S,5- 
difluorocyclohexanecarboxamida B198S8-52-1P. 
(IR, 2R) -2- (2-Bcoaophenyl)-N-(l-cyanocyclopropyl)-S,$- 
di f luorocyclohexaneca tboxamide 

RL: RCT (Raactant) i 5PN (Synthetic preparation) i PREP (Preparation) i RACT 
(Reactant or reagent) 

(preparation of (cyanonethyDcyclohesanecarboiianidaa as cathepsin 

cysteine 

protease inhibitors) 
RN 819858-51-0 CAPLUS 

CN CyclohexanaearboxaiBide, 2- (2-broaophanyl)-N- (cyanomathyl) -5, S-difluoro-, 
(1R,2R)- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 




r 



RN 819858-52-1 CAPLUS 

CN Cyclohexanecarboxanide, 2-(2-brofflophenyl) -N-{l-cyanocyclopropyl)->5,S- 
difluoro>, (1R,2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2004:1127383 CAPLUS 
142:74617 

Inddazotriazinone derivatives as PDE 7 
(phosphodiesterase 7) inhibitors, their preparation, 

and pharraaceutical compositions containing thera 
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PATENT NO. 

HO 2004111053- 

W: AE, AG, AL, 

CN, CO, CR, 

GE, GH, GM, 
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AZ, BY, KG, 

EE, ES, FI, 
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SN, TO, TO 
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EP 1636234 

Rt AT, BE, CH, 
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US 2006128707 
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KIND DATE 
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KU, 
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1223 
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MA, 



LT, 
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KZ, MD, RU, TJ, 
FR, GB, GR, HU, 
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WO 2004-JPB642 

BA, BB, BG, BR, BW, 
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MD, HG, MX, HN, MW, 

RO, RU, SC. SO, SE, 
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20040611 
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YU, ZA, ZM, ZV 
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A 20060824 JP 2003-17009S 20030613 
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Al 20060615 US 2005-560503 20051213 

JP 2003-170095 A 20030613 

WO 2004-JP8642 W 20040611 

MARPAT 142:74617 





The invention provides compds. which inhibit PDE 7 selectively, and 
therefore enhance cellular cAMP levels. Consequently, the compds. are 
useful for treating various kinds of diseases, such as allergic diseases, 
inflanfflatory diseases, or inaunol. diseases. The compds. are 
iiBidazotrlazinones I and II [wherein: A is N or cR4j B is N or CHj R1 is 
(un) substituted cycloalkyl or tert-Bu; R2 is H or C1-C6 alkyli R3 is H, 
N02, cyano, halo, heteroaryl, (un) substituted C1-C6 alkyl, (un) substituted 
C2-C6 alkenyl, (un) saturated (un) substituted heterocycloalkyl, mi5R6, C0R7. 
S02R7, ORS, NRBC0R7, NR8S02R7f R4 is H or C1-C3 alkoxy group which is 
(un) substituted by one or more F aton(s); RS and R6 are (independently) H, 
(un) substituted C1-C6 alkyl, (un) substituted acyl, or (un) substituted 
heterocycloalkyl* R7 is H, (un) substituted C1-C6 alkyl group, 
(un) substituted heterocycloalkyl. OH, 0R8, or NR5R6i R8 is H, 
(un) substituted C1-C6 alkyl, or (un) substituted heterocycloalleylf or 
pharmaceuUcally acceptable salts or solvates] . The compds. Include 
particularly I and II [wherein: Rl is cyclohexyli R2 is Met R3 is B, N02, 
cyano, halo, heteroaryl, (un) substituted Cl-6 alkyl, (un) substituted C2-6 
alkenyl, (un) saturated heterocycloalkyl, NR5R6, C0R7, S02R7, ORB, NR8COR7, 
NR8S02R7) A is CR4i and B is CH] . The prepared compds. include 4 invention 

and B intermediates. For instance, amldation of Et 
aninocyanoacetate with cyclohexanecarbonyl chloride gave 711 Bt 
cyano[ (cyclohexylcarbonyl) amino] acetate, which was methylated using NaOEt 
and Mel to give 8Bt Et 2-cyano-2~[ (cyclohexylcarbonyl) amino] propanoate. 
The latter compound was cyclocondensed with 2-nethoxybenzaBidina BCl to give 
21t pyriraidinone intermediate III, which was cyclized by treataant with 
Me3SiCl and then HMDS to give invention compound IV (R3 - H] . The exptl. 
Inhibition of human PDE 7 (ICSO) was 0.34 mM for IV {R3 - H) and 0.055 
|iM for IV [R3 - 4<Bethylpiperazln-l-yl]. The invention co^>ds. 
inhibited PDE 7 with a selectivity of more than 10 times compared to PDE 
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*' / 
IT 812667-46-2P. Ethyl cyano[ (cyclohexylcarbonyl) amino] acetate 

812667-47-3P, Ethyl 2-cyano-2*[ (cyclohexylt/arbonyl) amino] propanoat 
• / 

RL: RCT (Reactant)f SPN (Synthetic preparation) i PREP (Preparation); RACT 
(Reactant or reagent) / 

(intermediate I preparation of imidazotriazinone derivs. as selective PDE 

^ 7 

(phosphodiesterase 7) inhibitors/ 
RN 812667-46-2 CAPLUS / 

CN Acetic add, cyano [ (cyclohexylcarbonyl) amino] ethyl ester (9CI) (CA 
INDEX NAME) ' 



a 



CN O 
I II 
C-NH-CH-C-OEt 



RN 812667-47-3 CAPLUS/ 

CN Alanine, 2-f:yano-N/(cyclohexylcarbonyl) -, ethyl ester (9CI) (CA INDEX 



a 



He O j 

I 

C-NH-C-^OEt 
CN 



REFERENCE OOUWT: 
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Patent 
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Bttnzaraides. such as I [Rl - OH, tlH2, halogen, alkyl, alkenyl, aryl, 
hataroaryl, hcterocyelyl, alkylaulfonyl, aDcylaulfonylamino, ato R2, R3, 
R4 - H. alkylt A - bond, alkylena, osaalkylane, azaalkylane, atc.i X - 
-CH:CH-, <(CRaRb)p-. -0(CRaRb)9-, -NRc (CRaRb) t-, atc» Y - bond, -Ca2-, 
-(CH2)2-» Ra, Rb. Rc • H, alJcyl» p, 9 - 0-3, t - 1-3], vara prapared for 
therapautlc use as in the treatment of diseases or conditions mediated by 
Cathepsln K, such as osteoporosis, tumor metastasis, instable angina 
pectoris and/or plaque rupture. Thus, N- [ (IS, 2R) -2- 

( ( (cyanomethyl) amino] carbonyl] cyclohexyl] -1, 1' -biphenyl-4-carboxafflida II 
(R - NHCH2CN) vas prepared via a series of synthetic steps which included an 
aaidation reaction of Et (1R,2S) -2-aainocyclohexanecarboBylata 
hydrobromlde vith 4>blph8nylcarboxylic acid to fona Et eater II (R - OEt) 
and, subsaquently, an amidation reaction of the corresponding acid ii <R - 
OH) with aminoacetonitrile hydrochloride. The prepared benzamides vera 
assayed for inhibitory activity. against Cathepsin X, .S, L and.B. > 
Pharmaceutical formulations for delivery of these benzamides were 
disclosed. 

a05994-04-lP, N- I (IS, 2R) -2- [[(Cyanomethyl) amino] carbonyl] cyclohexy 
l)-l.l*-biphenyl-4-carboaamide 805994-05-2P 805994-06-3P 
805994-07-4P 805994-08-5? 805994-09-6? 
805994 -10-9P a05994-ll-OP 805994-12-lP 
805994-13-2P 805994-14-3P 805994-15-4P 
e05994-16-5P 805994-17-6P e05994-18-7P 
B05994-19-ap 805994-21-2? 805994-22-3P 
B05994-23-4P B0S994-24-5P 805994-25-6? 
805994-26-7P 805994-27-8? 805994-28-9P 
e05994-29-0P B05994-30-3P 805994-31-4P 
805994-32-5P 80S994-33-6P 805994-34-7P 
805994-35-8P 80S994-36-9? 805994-37-0? 
805994-38-1? 805994-39-2? 805994-40-5? 
805994-41-6? 805994-42-7? 80S994-43-8P 
805994-44-9P 80S994-45-0P 805994-46-lP 
805994-47-2P 80S994-48-3P 605994-49-4P 
805994-SO-7P 805994-51-8P 80S994-52-9P 
805994-53-OP 805994-54-lP 805994-55-2P 
805994-56-3? 805994-57-4? 805994-58-5? 
805994-59-6? 805994-60-9? 805994-61-0? 
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805994-62-1? 805994-63-2P 805994-64-3P 

805994-65-4P 805994-66-5P 805994-67-6P 

805994-68-7? 805994-69-8? 805994-70-1? 

805994-71-2? 805994-72-3? 805994-73-4? 

805994-74-5? 805994-75-6? 805994-76-7? 

805994-77-8P 805994-78-9P 805994-79-0? 

805994-80-3P 805994-81-4P B05994-82-5P 

805994-83-6? 805994-84-7P 805994-85-8? 

805994-86-9P 805994-87-0? 805994-88-lP 

805994-89-2P 

RL: PAC (Pharmacological activity)* SPN (Synthetic preparation) » THU 
(Therapeutic use); BIOL (Biological study) i PREP (Preparation)! USES 
(Uses) 

(prepn. of benzamide nitrile derive, for use in pharmaceutical coapns. ' 
as Cathepsin X inhibitors) 
805994-04-1 CAPLUS 

11, l* -Biphenyl] -4-carboicamide, N-£ (IS, 2R)f 2-[ ( (cyanomethyl) amino] carbonyl) 
cycloheiiyl] - (9CI) (CA INDlp( NAME) ' 



Abs o lu te t^r e oche mi 3 1 ry . 




805994-05-2 CAPLUS 
CN - Benzamide, N-[ (IS, 2R) -2-( ( ( (IS) -1-fi 
hejryl) -4- (4-propyl-l-plperazinyl) -i' 

Absolute stereochemistry. 



/ano-3-methylbutyl] amino] carbonyl] cyclo 
(CA INDEX NAME) 





RN 805994-06-3 CAPLUS 
CN Benzamide, N-[ (lS,2R)-2-[ [ ( 
methoxyethyl) -4-piperidlny^( 

Absolute stereochemistry. 



yanomethyl) amino) carbonyl) cyclohexyl) -4- [ 1- (2- 
(9CI) (CA INDEX NAME) 
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RN 805994-07-4 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-( (/(IS) -l-eyano-3-methylbutyl] amino) carbonyl] cyclo 
hexyl]-4-(lH-l,2,4-triaZ(^1-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 80S994-10-9 CAPLUS 
CN Benzamide, N- ( 2- ( [ ( (1^) -l-cyano-2- (3-thienyl) ethyl) amino) carbonyl) cyclohaK 
yll-4-ethyl- (9C1) (pA INOB( NAME) 

Absolute stereochemistry. 




O 




yl) -4-methoiiy- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Karen Cheng 




RN 805994-11-0 CAPLUS 

CN Benzamide, N-[ (1S«2R) -2-[t (cyanocyclopropylmethyl) amino] carbonyl)cyclohe»y 
lJ-4-(lH-pyrrol-l^yl)- (9Cl) (CA INDEX NAME) 

Absolute stereocheraistjry. 




RN 805994-12-1 CAPLUS 

CN Benzamide, 4-bromo-N-[ (lS,2R)-2-((( (lS)-l-cyano-2-(3- 
thienyl)ethyl)amino)carbonyl]cycloheltyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10560672restrict 




]cycloheiiyl)-4-n«tho«y- (9CI} (U INDEX NMS) 
Absolutt stareochendstry. / 




m B0S994<14-3 CAPLUS / 
CN Benzaralde, 4-bromo-N-[2-[([ (lS)-l-cyartaf-2-{3,4- 
dlfluo^oph«nyl)«thyl]afflino]cacbonyl]cydloheltyl]- (9CX) (CA INDEX NMfE) 

Absolute, stereochemistry. . A .•■ . - ^. 




Ml 805994-15-4 CAPLUS / 

CM Banzaaid*. 4-broioo-N- [2-11 1 (lR)-l-c>/ano-2- (ethylthio) ethyl] anino}carbonyl) 
cyclohexyl]- (9CI) (CA INDEX NAME)/ 

Absolute staraochamiscry. / 
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RN B05994-16-5 CAPlJs 

CN Benzamide, N-t (ls/2R) -2-[ [ I (IS) -l-cyano-2-(3-thienyl)athyl) amino) carbonyl) 
cycloheKylI-4-(l-faethylethanyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemisary. 




0 



RN B05994-18-7 CAPLUS 

CN Banzamida, 4 -bcoow-N- 1 2- ( [ [ ( IS) -1 -cyano-2- ( 4 - ni t rophanyl ) a thylj aal no) carbo 
nyllcyclohaxyl]- (9CI) (CA INDEX NAME) 

Absolute staraochamistry. 
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RN B0S994-19-8 CAPLUS 
CN l-Piparldinecarboxylic acid, 

[ ( (cyanocyclopropyloethyX) amiijo] 
2-thiazolyll amino] -. 2-propeni 1 

Absolute stereochemistry. 



.ax 




[[4-(4-[[[(lS.2R)-2- 

" carbonyl] cyclohexyl] amino] carbonyl] phenyl] - 
ester (9CI) (CA INDEX NAME) 



CRN 76-05-1 
CMF C2 H F3 02 




r-c-c 




RN 805994-22-3 CAPLUS 
CN Beniamide, N<( (IS, 2R} -2- {[ (cyanomethyl) amino] carbonyl] cyclohexyl] -4- (2- (4- 
raorphoUnyllethoKy]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



^7 




RN 805994-23-4 CAPLUS 



RN 805994-21-2 CAPLUS 

CN Benzamide, N-( (15,2R)-2-([(cyanocyclopropylMthyl)amino]carbonyl}cycLoliaxy 
l)-4-[2-(4-piperidinylamino)-4-thiazolyl]-, meno(trifluoroacetata) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 805994-20-1 
CMF 027 H34 N6 02 S 

Absolute stereochemistry. 



CN Benzamide, N/( (IS, 2R) -2- [ ( ( (S) -cyanocyclopropylraethyl] amino] carbonyl] cycle 
heiiyl]-4-[2y(4-morphoUnyl)ethoxy]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



^5 



Karen Cheng 




10560672restrict 
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RN 8 05994- 24 -S CAPLUS 

CN Benzaeiide. N-( (IS, 2R) -2-[ [[ (S) -cyanocyclopropylaethyl] amino] carbonyljcyclo 
hoxyl)-4-(5-oxazolyl)- (9CI) (CA IMDBt NAME) 

Absolute 9tereocheml9tcy. 




RN 
CN 



805994>25-6 CAPLUS 
B«nzaadde, 4-[4-(chloroiMthyl)- 
( [ (cyanomethyl) amino] carbonyl] c 



Absolute ataraochcnistry. 



Absolut* staraochanistry. 





.azolyl]-N-[ (lS.2R)-2- 
[oh*iiyl}> (9CI) (CA INDEX NAME) 




805994-26-7 CAPLUS 

Banzamlda, 4-aaino-N-[ (l/. 2R) -2-( ( (cyanomsthyl) aaino] carbonyl] cyclohexyl] - 
(9CI) (CA INDEX NAHB) 



Lll ANSWER 25 OF 70 CAPLUS COPYRIGHT 2007 i 
Absolute stereochenistry. 




RN 805994-2B-9 CAPLUS 
CN (1,1' -Bi phenyl] -4-carboxaBiide,/N- [(lS,2R)-2-(( (cyanoaathyl) anino] carbonyl] 
cyclohexyl] -4 ' -hydroxy- (9CI)/ (CA INDEX NAME) 

Absolute stereochenistry. 




RN 805994-29-0 CAPLUS 

CN Benzaaide, N-( (IS, 2R) -2- {[ (cyanomethyl) a 
pyrrol-l-yl)- (9CI) (CA INDEX NAHE) 

Absolute stereochenistry. 



ino] carbonyl] cyclohexyl) -4- (IH- 



805994-27-8 CAPLUS 

Benzaaide. N- [ (IS, 2R) -2- ( { (cyanonethyl) amino] carbonyl] cycloheicyl) -4 - (4 - 
nethyl-l-plperazinyl)- (9CI) (CA INDEX NAME) 



Lll ANSWER 25 OF 70 CAPLUS OOPYRIGRT 2007 ACS on 



RN 805994-30-3 CAPLUS 

CN Benzanide, H-((lS,2R)-2-([(cyanOBuIthyl)amino}carbonyl3cyclohexyl]-4-{2- 
thienyl)- (9CI) (CA INDEX I 




RN 805994-31-4 CAPLUS 

CN Benzanide, N-[(lS,2R)-2/[[(cyanonethyl)anino]carbonyl]cycloheayl]-4-{4- 
{ (methylsulf onyl) amino]bhenosy] - (9CI) (CA INDEX NAHB) 



RN 805994-32-5 CAPLUS 

CN Benzantide, H-[ (1&(2R) -2- [( (cyanomethyl) amino] carbonyl] cyclohexyl] -4- (4- 
propyl-l-pipecazinyD- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Lll ANSWER 25 OF 70 CAPLUS COPYRIGHT 2007 



RN 805994-33-6 CAPLUS 

CN Benzamide, N-( (IS, 2R) -2>[ ( (cyanometh]^) amino) carbonyl] cyclohexyl) -4-(4- (I- 
methylethyl)-l-piperazinyl}- (9CI) /CA INDEX NAHE) 

Absolute stereochemistry. 




RN 805994-34-7 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -2- [ [ (AlS) -l-cyano-3-nethylbutyl] anino] carbonyl] cyclo 
hexyl]-4-(4-(l-nfithylethyl/-l-piperazinyl]- (9CI) (CA INDEX NANS) 

Absolute stereochemistry. 



RN 805994-35-8 CAPLUS 

CN Benzamide, N-[ (1S,/2R) -2-[ ( (cyanomethyl) anino] carbonyl] cyclohexyl] -4- (IH- 

inU.dazol-1-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10560672restrict 



Ul ANSWER 25 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



RN 805994-36-9 CA?LUS 
CN Benzamidft» N- 1 {IS, 2H) -2- { { I (IS) -l-c:^no-3-machylbutyl] amino] carbonyl] cyclo 
h«iiyl]-4-(4-oxazolyl)- (9CI) (CA I^DEX NAME) 

Absolute stereochemistry. 




W^Buti 



RN 905994-37-0 CAPLUS 
CN Benzanide, 4-(5-broao-2-thienyl))-N-{ (IS, 2R) -2- 
{ [ (cyanoflMthyl) amino] carbonyl] cijblohexyl] r (9CI ) 

Absolute stereochemistry. 



(CA ZNOEX NAHS) 




RN 805994-38-1 CAPLUS 
CN Bsnzaraide, N- [ (IS, 2R) >2- [[{ (ts) -l-cyano-3-aethylbutyl] amino] carbonyl] cyclo 
heicyl]-4-(4-Dathyl-l-piperazf.nyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Lll ANSWER 25 OF 70 CAPLUS COPYRIOir 



2 07 ACS on STN 



n 



RN 805994-39-2 CAPLUS 
CN Benzamide, N-( (IS, 2R)-2-(( (cyanomchhyl) amino] carbonyl] cycloheicyl]-4« (1- 
propyl«4-piperidinyl)- (9CI) (CA/INDEX NAKE) 

Absolute stereochemistry. 



RN 805994-40-5 CAPLUS 
CN Benzamide, N- [ (IS. 2R) -2- ( ( /cyanonethyl) amino} carbonyl] cycloheityl] -4- (l- 
athyl-4-piperidi^yl) - (9CI| (CA INDEX NAME) 

Absolute stereochemistry. 



RN 805994-41-6 CAPLUS 

CN Benzamide, N-( (lS,2R)-i-[[(cyanomethyl)amino)carbonyl]eycloheiiyl)-4-(4- 
(phenylnethyD-l-piperizinyl]- (9CI) (CA INDEX NAME) 



Lll ANSWER 25 OP 70 CAPLUS 
Absolute stereochemistry. 



iPYRIGHT 2007 ACS on STN 



RN 805994-42-7 CAPLUS 
CN Benzamide, 4-(5-bro 
nwthylbutyl] amino] c 

Absolute stereochemistry J 



2-thienyl) -N-[ (IS, 2R) -2-( [ [ (IS) -l-cyano-3- 
fbonyllcyelohcxyl]- (9CI) (CA INDEX NAME) 




805994-43-8 
Benzamide, N-[( 
furanyl)- (9CI) 



[s, 2R) -2-[ [ (cyanomathyl) amino) carbonyl] eycloheiiyl] -4- (2- 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 805994-44/9 CAPLUS 

CN Benzamide/ N-( (lS,2R)-2-[[[(lS)-l-cyano-3-Bethylbutyl]amino]carbonyl]cyclo 
heicylI-4V(3-pyridinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Lll ANSWER 25 OF 70 CAPLus COPYRIOTT 2007 ACS on STN (Continued) 



"N^Bu-i 



RN 805994-45-0 CAPdl 
CN Benzamide, N- [ (IS, 2R) -2-[ ( [ (IS) -l-cyano-3-methylbutylJ amino] carbonyl] cyclo 
hexyl]-4-(6-methfl-2-pyridinyl)- (9CI) (CA INDEX NAME) 

Absolute stareochemiaxry. 

0^^3u.i 



RN 80S994-46-1 /CAPLUS 

CN Benzamide, 4F-chloro-N-[ (lS,2R)-2-(I^lS)-l-cyBno-3- 
(methylsulfdnyl)propyl)amino]carbonyl)cyclohellyl] - (9CI) (CA INDEX NAME) 



Absolute stereodhemistry. 



"TV-" 



RN 805994-47-2 CAPLUS 

CN Benzamide, N-( (lS,2R)-2-(((cyanomethyl)amino)carbonyllcyclohexyl)-4-(l- 
methyl«'lH-lmidazol-S-yl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10560672restrict 
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805994-48-3 CAPLUS 

Benzamide, N-( <lS,2R)-2-[ [ (cyanonethVl) aiid.no}carbonyl)cyclohexyl] -4- 
( (me thylsulfonyl) amino}- (9CI) (OA ^NDEX NAME) 




805994-49-4 CAPLUS 

Benzanide, N- [ (IS. 2R) -2- [ [ [ (ifc) -l-cyano-3-B«thylfautyl) amino] carbonyl] cyclo 
hexyll-4-(2-(4-morphollnyl)«thO)cy]- (9CI) (CA INDEX NAME) 



2- [ [ [ (IS) -l-cyano*3-aethylbutyl) amino] carbonyl] cyclo 
llnyDethoicy]- (9CI) ' (CA INDEX NAME) 



RN 805994 -Sl-S CAPLUS 

CN Benzamide. N- [ (IS, 2R) -2- ( ( ( (l6) -l-cyano-3>m«thylbutyll aminol carbonyl] cyclo 
hexyl]-4-[(2-(4-BOrphoUnyl)lthyl]aiBino]- (9CI) (CA INDD( NAME) 




RN 805994-52-9 CAPLUS/ 

Be nz amide . N-((lS,»)-2-[[[(lS) -1 -cyano-3-me thylbutyl ) aalno] carbonyl] cyclo 
heiryi]-4-{2-methy^4-thiaiolyl)- (9CI) (CA INDEX NAME) 



RN 805994-53-0 CAPLUS 

CN Benzamide, N- ( (IS, 2R) -2« t [ ( (IS) -l-cyano-3-Mthylbutyl) anino] carbonyl] cyclo 
hexyl]-4-[l-(2-methOKyethyI)-4-pip«ridinyl]- .(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Lll ANSVER 25 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
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RN 805994-54-1 CAPLUS 

CN Benzamide, H-{ (lS,2R)-2-[C[ (IS) -l-cyano-3-Betlnflbutyl]amino]carbonyl]c^lo 
h«ayl)-4-[2-(2-pyridlnyl)etho>y]- (9CX) (CA I/IDEX I 

Absolute stereochemistry. 




RN 805994-55-2 CAPLUS 
CN Benzamide. N-((1S,2R)-2>([[(1S)-1 

hexyl] -4- [ [ (4-methylphenyl) sulfonylj 

Absolute stereochenistry. 





H3-methylbutyl] amino] carbonyl] cyclo 
lol- (9CI} (CA INDEX NAME) 



RN B0S994-S6-3 CAPLUS 

CN Benzamide, N-((lS,2R)-2-([[ (lS)-l7cyano-3-methylbutyl]Bfflino)carbonyl]cyclo 
hexyl]-4-((6-methyl-3-pyridinyl)o«y]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 805994-57-4 CAPLUS 

CN Benzamide, N- t (IS, 2R) -2-( ( ( (IS) -l-cyano-3-««thylbutyl] amino] carbonyl) cyclo 
heiiylJ-4-((5-methyl-3-pyridinyl) methyl]- (SCI) (CA INDEX NAME) 




RN 805994-58-5 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2- [ ( ( (lS)^l-cyano-3-B>ethylbutylJ aminojcarbonyljcyclo 
heicyl)-4-t2-(4-methyl-lTpiper^inyl)ethoKyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 805994-59-6 CAPLUS 

CN Benzamide, N-( (IS, 2Rl'<»2-([( (IS) -l-cyano-3-methylbutyl] amino] carbonyl] cyclo 
hexyl]-4-[2-(4-pyridinyl)ethoxy]- (9CI) (CA INDEX NAME) 



Karen Cheng 



10560672restrict 



Lll ANSWER 25 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
FN 805994-60-9 CAPLUS 

CN Benzaralda, N- ( (IS, 2R) -2- I t I (IS) -l-cyano-3-niethylbutyl) amino] carbonyl) cyclo 
heifyl]>4-(3-(4-pyrldinyl)prop<ixy]- (9CIJ (CA INDEX NAME) 

Absoluts atereochenistry. * 



(CK2)3 



Lll ANSWER 25 OP 70 CAPLUS COPYRIGHT 2007 ACS on STN 




m 80S994-61-0 CAPLUS 

CN Banzaaide, N-[ (lS.2R)-2-[({ (}S)-l-cyano-3- 
heiiyl]*4-(2-^ (IH-pyrrol-l-yl)athoxy)- (9CI) 

Absoluta atacaochenistcy. 




Ibutyl] amino] carbonyl) cyclo 
INDEX NAME) 



RN 805994-62-1 CAPLUS 

CN Banzaaida, H- [ (IS, 2n) >2- [ [ (eyanofflatltyl) amino] cacbonyl] cyclohaxyl] -4- { ( <4> 
pyridinylmethyl} amino) aulfonyl]- (9CI) (CA INDEX HAKE) 

Absolute steraochemistry. 




RN 
CN 



805994-63-2 CAPLUS 
Be nz amide, N- [ ( IS, 2R) -2 - [ [ ( cya none thy 1) anino]Jbarboiiyl] cyclohaxyl) -4- ( IH- 
pycazol-3-yl) - (9CI) (CA INDEX NAME) 



Absoluta stereochemistry. 




RN 805994-64-3 CAPLUS 

CN Benzamide, N-[ (IS, 2R) -2- [ [ [ (IS) -l-cyanJ-3-inothylbutyl) amino] cacbonyl] cyclo 
hejiyl]-4-(3-(3-pyridinyl)propoxy)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RH 805994-65-4 CAPLUS 

CN Benzamide, N- [ (IS. 2R) -2- [ [ (cyanoraethyl) amino) carbonyl] cyclohaxyl] -4- (3- (4- 
pyridinyDpropoxy]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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(Continued) 
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RN S05994-«6-5 CAPLUS 
CN Benzamide, N-[(lS,2R)-2-(([(lS)-l-i 
bexyl]-4-(lH-pyrazol-3-yl)- (9CI} 

Absolute stereochemistry. 



Absoluta steraochamistry. 




i-3-methylbutyl] amino] carbonyl) cyclo 
INDEX NAME) 



805994-67-6 CAPLUS 
CN Benzamide, N-[(1S,2R) 
hexyl] -4-( |3-pyridiny: 



/( ( <1S) •l-cyano-3-methylbutyl] amino) carbonyl) cyclo 
tthyl) amino)- (9CI) (CA INDEX NAHE) 



RN 805994-68-7 

CN Benzamide, N-( (1S,2R) -2-[ [ (cyanomethyl) amino] carbonyl] cyclohaxyl) •4- [[ (5« 
methyl-2-thienyl)fflethyl] amino)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 




RN 805994-69-8 CAPLUS 

CN Benzamide, N-( (1S,2R) -2-([{ (15) -l-cyanc/s-methylbutyl) amlno)carboi^lIcyclo 
hexyl)-4-[3-(3-pycidinyl)propyll- (9Cl/ (CA INDEX NAHE) 

Absolute stereochemistry. 



CI 






RN 80S994-70-1 CAPLUS 

CN Benzamide, N- [ (IS, 2R) -2-( [ /cyancmethyl) amino] cjrbonylj cyclohaxyl) -4-( (2- 
thiazolylmethyl) amino]- (^I) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN B05994-71-2 CAPLUS 

CN Benzamide, N- t (IS, 2R) -2- I [ [ (IS) -l-cyano-3-methylbutyl] amino] carbonyl] cyclo 
hexyll-4-{l-methyl-lH-pyrazol-3-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 



10560672restrict 



Lll ANStfER 2S 07 70 CAFLUS COPYRIGHT 2007 ACS on STN 




W 805994-72-3 CAPLUS 

CN B«nzamide, N-[ (IS, 2R) -2-1 [ (cyanomethyl)aminolcarbonyl]cyqloheKyll-4-[ (IH- 
pyrazol-l-ylnethyDaiBino]- (9CI) (CA INDEX NAME) 

Absolut* BtaraochtBdatcy. 




RN 605994-73-4 CAPLUS 

CN Benzamida. N-[ (IS. 2R) -2-(( (cyanomethyI)amino]ca/bonyl]cyclohei(yl]-4-[[(4- 
nathoKyphcnyDnethyl] amino]- (9CI) <CA INDEX rfhME) 

Absoluts stsrsochsndstry. 



.XT' 





RN 605994-74-5 CAPLUS 

CN Benzaoilda, N-[ (lS,2R)-2-([ (cyanomethyl) amino] cacbonyl] cycloh«jcyl] -4-[3- (4- 
py^ldl^yl) propyl] - (9CI) (CA INDEX NAME) 

Absolut* 8t*r«och*mistry. 
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RN 805994-75-6 CAPLUS 

CN Bsnzanid*, N-[ (IS, 2R) -2-t [( (IS) -l/yano-3-»*thylbutyl] aminolcarbonyljcyclo 
heKyl]-4-{3-(4-pyridinyl)propyl]-/(9CI) (CA INDEX NAME) 



Absolute stereochemistry, 



a 




(CH2) 



RN 605994-76-7 CAPLUS 

CN Benzamidft, N- [ (IS, 2R) -2-{ [ (/iS) -l-cyano-3-Bwthylbutyl] aolno) carbonyl)cyclD 
hexyl]-4-[(2-furanylaethyl)^mino]- (9CI) (CA INDEX NAME) 

Absolut* st«r*ochemistry. 



RN 805994-77-8 CAPLUS 
CN Bcnzanide, N-[(lS,2n)/2-[[((lS)-l-cyano-3-B*thylbutyl]amino)carboRylJcyclo 
heHyll-4-t2-(lH-imidafeol-l-yl)«thosy]- (9CI) (CA INDEX NAME) 

Absoluts stereochenistry. 
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RN 605994-78-9 CAPLUS 

CN Bttnzanld*, N- [ (IS, 2R) -2-[ { [ (IS) -l-cyano-3yin«thylbutyl] anino}carbonyl] cycle 
h*)iyl]«4-(l.l-diosido-4-thla*»rphoUnyl)-/(9CI) (CA INDEX NAME) 

Absolut* st*r*och*nistry. 





RN 605994-79-0 CAPLUS 

CN Benzamide, N-( (1S,2R) -2-[ [ [ (lS)-l/-cyano-3-methylbutyl]anino]carbonylIcyclo 
hexyl)-4-(2<(3-pyridinyl)*thO]iy]/ (9CI) (CA INDEX NAME) 

Absolut* st*r*och*aistry. 



ir'''^Bu-i 



RN 605994-60-3 CAPLUS 
CN Banzamida, N-( (IS, 2R)-2-[[( (tS) -l-cyano-3-n*thylbutyl)amino]carbonyl]cyclo 
.h*xyl)-4-(lH-iBidazol-l-ylMthyl)- (9CX) (CA INDEX NAME) 

Absolut* st*r*och*Bdstry. I 



RN 80S994-81-4 CAPLUS 

CN Benzamide, N- I (IS, 2R) -2-[ [ ( (15) -l-cyano-3/methylbutyl) amino] cacbonyl] cyclo 
h*xyl]-4-(4-thionorphollnyl)> (9CI) (CA AnOEX NAME) 




RN 605994-82-5 CAPLUS 

CN Banzamid*, N-[ (IS, 2R)-2-( [[ (ls/-l-cyano-3-m*thylbutyl] amino] carbonyl] cyclo 
heicyl]-4-(t*trahydro-l,l-dioxjjUo-2H-l,2-thiaxin-2-yl}- (9CI) (CA 1 
NAME) 



RN 805994-63-6 CAPLUS 

CN Banzamid*, N-( (1S,2R) -2/( t [ (lS)-l-cyano-3-B*thylbutyl)aminoJcarbonyl]cyclo 
h*icyl)-4-(1.1.4-trioxldo-4-thiomorphoUnyl)- (9CI) (CA INOac NAME) 



Absolut* st*r*och*mistry. 



.1.4-trioxldo-' 
:h*mistry. / 



Karen Cheng 



10560672restrict 
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-0 




RN 605994-84-7 CAPLUS 

CN Benzanide, N-[{15,2A)-2>({[ (lS)>l-cyano-3>Bethylbuty/]aadno]carbonyl]cyclo 
he«yl}-4<<lH>lmidazol-l-yl)- (9CI) (CA INDEX NAME) / 

Absolute ateraochcBlstry. 




OA 



RN 805994i8S-8 CAPLUS 

CN B«nzamid«, N-[ (1S,2R) -2-1 [( (IS) -l-cyano>3Amthylbutyl]amino]caEbonyl]cyqlo 
heiiylI-4-[[2>(l-pyrroUdlnyl)athyl] amino/- (9CI) (CA INDEX NAME) 

Abaoluta stareochanistcy. 
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RN B0S994-86-9 CAPLUS 

CN Bttnzaaida, N- [ (IS, 2R) -2-( [ [ (IS) -l-cyano-3-aethylbutyl] amino] carbonyl] cyclo 
hexyl]-4-[[(l-nethyl-lH-imidazol-2-yl)methylJamino)- (9CI) (CA INDEX 
NAME) 

Abaoluta ateraochamiatry. 



RN 805994-B7-O CAPLUS / 

CN Benzamide, H-( (IS, 2R) -/-[[[< IS) -l-cyano-S-mBthylbutyll aminoj carbonyl] cyclo 
heiiyl]-4-(2-{(mathyl8iAfanyl)amino)ethyl]- (9CI) (CA INDEX NAME) 




N'^Bu-i 



RN 805994-88-1 

CN Benzamide, N- [ flR, 2S) -2-[ [ [ (IR) -l-cyano-3-aat)tylbutyl] amino] carbonyl] cyclo 
hexyl]-4-[(lE)/2-(4<pyrldinyl)ethanyll-, ral- (9CI) (CA INDEX NAME) 



RN 80S994-e9^^CAPLU5 

CN Banzamide, IKl (IS, 2R) -2-[[( (IS) -l-cyano-3-mathylbutyl]amino]carbonyl]cyclo 



Lll ANSWER 25 OF 70 CAPLUS COPYRIOIT 2007 ACS on STN (Continued) 
h«)tyl)-4-(2-(lH-inidazol-l-yl)propyl]- (9CI) (CA INDEX NAME) 

Abaolut* atareochemiatry. 




IT 



-93-8P 



' (Preparation) I RACT 
in pharmaceutical 



541522-77-4P 680568-92-7P I 
680S69-68-0P B0S994-95-0P 

RL: RCT (Raactant) t SPN (Synthetic preparation) t PR] 
(Reactant or reagent) 

(preparation of benzamide nitrile deriva. for u^ 

as Cathapsin K Inhlbitora) 
RN S41522-77>4 CAPUIS 

CN Carbanic add, [ (IS, 2R) -2-[ [[ (lS)-l-cyano-3-mett^lbutyl] amino) cartwnyl] eye 
lohesyl]-, phenylmethyl eater (9CI) (CA INDEX ] 

Absolute stereochemistry. 



O NH 

6 



K^Bu-i 



tO'-'^NH 

6 



RN 6S0S68-93-8 CAPLUS 

CN CycloheKanecacboxamide, 2-i 

Karen Cheng 




RN 680568-92-7 CAPLUS 

CN Carbamic acid. [ (IS, 2R) -2- [( (cyanomethyl) amino] carbonyl] cyclohesyl] 
1.1 -dime thylethyl aster (9CI) (CA IND^ 

Absolute stereochemistry. 



N-(cyanofflethyl)-, (1R.2S)- (9CI) (CA 
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INDEX NAME) 



Absolute stereochemistry. 




•[ (lS)-l-cy8no-3-Bethylbutyl)-, (1R,2S)- 



RN 80S994-95-0 / CAPLUS 

CN Benzamide, N- [ ( IS, 2R) -2- [ [ (cyanomethyl) amino) carbonyl) cycloheiiyll -4-f luoro- 
(9CI) (CA/ INDEX NAME) 
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CORPORATE SOURCE: 
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LANGUAGE: 
AB 



CAPLUS COPYRIGHT 2007 ACS on STN 
2004:1006910 CAPLUS 
142:129533 

An activity-based probe for the determination of 
cysteine cathepsin protease activities in whole cells 
falgueyret, Jean-Pierref Black, V. Caneroni Cromlish, 
Vandal Desmarais, Sylvier Lafflontagne, Soniai Mellon, 
Chrlstophei Rlendeau, Denisf Rodan. Sevgit Tawa, Pauli 
Vesolowski, Gregg; Bass, Kathryn E.; Venkatraman, 
Shankarf Percival, M. David 

Departnent of Biocheraistry and Molecular Biology, 
Merck Fco9st Centre for Therapeutic Research, 
Kirkland, QC, Can. 

Analytical Biocheiaistry (2004), 335(2), 218-227 
CDDEN: ANBCA2f ISSNt 0003-2697 
Elsevier 

Journal 
English 

The authors describe a novel diazomethylketone-contalning irreversible 
inhibitor (BIL-OHX) vhich is specific for a subset of pharmaceutically 
iofwrtant cysteine eathepsin proteases. BIL-OKK rapidly inactivates 
cathepsins B. F, X, L, S, and V In isolated enzyne assays and labels 
cathepsins in whole cells. The presence of catalytically active 
cathepsins B, L, and X or S vas demonstrated using radioiodinated BXL-DHK 
in HepG2 (hepatoiaa), HIG82 (rabbit synoviocyte), and Raaos (B lynphoma) 
cell lines, resp. The identity of each protein labeled was confirmed from 
the iaoelec. point and nol. raass of the radioactive spots on 
tvo-dinenslonal gel and by cocuLgration with each eathepsin as identified 
by iraiBunoblotting. These cell lines were used to establish whole-cell 
enzyme occupancy assays to determine the potency of both irreversible and 
reversible inhibitors against each eathepsin in their native cellular 
lysosomal or endosomal environment. These whole-cell enzyme occupancy 
assays are useful to determine the cellular permeability of competing 
inhibitors and have the advantage of not requiring specific substrates for 
each eathepsin of interest. 
IT 294622-81-4 

RL: BSU (Biological study, unclassified) j BIOL (Biological study) 
(inhibitors diazomethylketone-containing irreversible inhibitor 
preparation as 

activity-based probe for determination of eathepsin in whole cells) 
RH 294622-81-4 CAPLUS 

CN Benzamide, N-tl-C(<cyanaa«thyl)amino]carbonyl)cyclohaxyl]-4-[2-(4- 
raorphoUnyl)-4-thiazolyl]- (9CI) (CV INDEX NAME) 
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2004:650899 CAPLUS 
141:173978 

Preparation of aminoacetonitrile derivatives as 

agricultural and horticultural insecticides 

Andoh, Nobuharuf Sanpei, Osaimi; Sakata, Xazuyuki 

Nihon Nohyaku Co., Ltd., Japan 

Eur. Pat. Appl., 48 pp. 

CODEN: EPXXDV 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 
EP 2004-10346 



DATE 
19990428 



EP 1999-107461 



19990428 



EP 14452S1 Al 20040811 

EP 1445251 Bl 20061227 

R: CH, OE, FR, GB, IT, U 
EP 953565 A2 19991103 

EP 953565 A3 20021204 

EP 95356S Bl 20040908 

R: AT, BE, CH, DE, OK, BS, FR, GB, GR, IT, LI, LU, NL, SE, HC, PT 

IE, SI, LT, LV, FX, RO 
PRIORITY APPLN. INFO. : JP 1998-137806 A 19980501 

EP 1999-107461 A3 19990428 

OTHER SOURCE(S): HARPAT 141:173978 
CI 




H O H CN H 
I II I I I // 
C- C— N— C- C— O— <' 



AB The title coapds. Arl (Q)dC(0)NR3C(CN)R4 (CR5R6) aV(CR7R8)bAr2 (Ii Arl, Ar2 - 
(substituted) Ph, (substituted) phenyloxy, (substituted) phenylacetylenei 
(substituted) pyrldyl and (substituted) naphthyli Q - CR1R2 (wherein Rl, 
R2 - H, halo, (halo)alkyl, etc.)» R3 - H. (halo)alkyl, etc.» R4-R8 - H, 
halo, (halo)alkyl, etc.; V - 0, s, 502 or NR9 (wherein R9 - R, alkyl); a, 
b - 0-4i d - 0-1], useful as insecticides, were prepared E.g.. a multi-step 
synthesis of II (starting from 4-chlorophenol and broooacetaldehyde 
dimethylacetal) , was given. The coapds. I were tested against diamondback 
moth and against smaller tea tortriit (data were given for representative 
coiqpds . I ) . 

IT 24719B-01-2P 

RL: AGR (Agricultural use)i BSU (Biological study, unclassified) > SPN 
(Synthetic preparation); BIOL (Biological study); PREP (Preparation)} USES 
(Uses) 

(preparation of aminoacetonitrile derivs. as agricultural and 
horticultural 

Insecticides) 
RN 247198-01-2 CAPLUS 

CN . Cyclopentanecarbosamide, N-{2-(4-chlorophenoxy)-l-cyano-l-nethylethyl)-l- 
(4-chlorophenyl) - (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 141:71829 

TITLE: Cyanonethyl decivativsB as cysteine protease 

inhibitors 

INVENTOR(S): Graupe, Michaeli Lau, Agnes Link, John O.t Liu, 

Yang I Mossman, Craig J.» Patterson, John V.t Zipfel, 
Sheila M. 

PATENT ASSIGNBB(S); fatya Pharmaceuticals, Inc., USA 

SOURCE: PCT Int. Appl., 134 pp. 

CODEN: PIXX02 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY AOC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT 


NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 




WO 


2004052921 




Al 




20040624 




WO 2003-US37979 




20031126 




W: 


AE. 


AG, 


AL. 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, BW, 


BY, 


B2, CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


OE, 


OK, 


DH, 


DZ, 


EC, EE, EG, 


ES, 


FI, GB, 


GD, 






GE. 


GH, 


GM, 


HR. 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, KG,- 


KP, 


KR, KZ, 


LC, 






LX, 


LR, 


LS. 


LT, 


LU, 


LV, 


MA, 


MD, 


HG, 


MX, MN, HW, 


MX, 


HZ, NI, 


NO, 






NZ, 


ON, 


PG, 


PH, 


PL. 


PT, 


RO, 


RU, 


SC. 


SO. SE. SG, 


SK, 


SL, SY, 


TJ, 






TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US. 


UZ, 


VC, VN, YU. 


ZA, 


ZH, ZW 






RV: 


1 BW, 


GH, 


GM, 


KE, 


LS. 


HV, 


HZ, 


SO, 


SL, 


SZ, TZ, UG. 


ZH. 


ZV, AM, 


AZ, 






BY, 


KG, 


KZ, 


MO, 


RU, 


TJ, 


TH, 


AT, 


BE, 


BG, CH, CY, 


CZ, 


DE, DK, 


EE, 






ES, 


FI, 


FR, 


GB, 


GR. 


HU, 


IE, 


IT, 


LU, 


HC, NL. PT, 


RO, 


SE, SI, 


SK, 






TH, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, GW, ML, 


MR, 


NE, SN, 


TD, TC 


CA 


2506114 






Al 




20040624 




CA 2003-2506114 




20031126 


AU 


2003298740 




Al 




20040630 




AU 2003-298740 




20031126 


EP 


15699S4 






Al 




20050907 




EP 2003-796499 




20031126 




R: 


AT, 


BE, 


CH, 


DE, 


DX. 


ES, 


FR. 


GB, 


GR, 


IT, LI, LU, 


NL, 


SB, MC, 


PT, 






IB, 


81. 


LT. 


LV, 


FI, 


RO, 


KK. 


CY, 


AL, 


TR, BG, CZ, 


EE, 


HU, SK 




US 


2006122184 




Al 




20060608 




US 2005-S368B9 




20051017 



PRIORITY APPLN. INFO. t US 2002-431354P P 20021205 

WO 2003-US37979 W 20031126 

OTHER SOURCE(S): HARPAT 141:71829 

GI 
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AB The dipeptide decivs. (I (Rl - substituted Ph, acyl, diaryl, heterodiacyl, 
furanyl, arylfuranyl. pyrazoiyl, etc.* R2 - H, (un) substituted cycloalkyl, 
indolyl, allcylindolyl. Me, Et, Pr, pentyl, etc.* R3 - H, or R2 and R3 
together with the carbon aton to which they are attached foraed 
(un> substituted cycloalkylone, cycloalkenylene or spicocycloalkylenei R4 - 
Hi R5 - H, (un) substituted alkyl or heteroaryl, or R4 and R5 together with 
the carbon atoia to which they are attached fora cycloalkylene or 
heterocycloalkylene] ] were prepared as cysteine protease inhibitors, in. 
particular, cathepsins B, K, L, F, and S, for treating diseases nediated 
by these proteases. Thus, coapound II was prepared via peptide coupling of 
2'-chlorobiphenyl-4-carboKylic acid with synthesized 2(S) -anino-N- 
cyanomethyl-3- (2,6-difluoro-4-iDethoKyphenyl)-propionamide, Conpds. of the 
invention were tested by in vitro essays for protease activity and shoved 
cathepsins B, K, L, F, and S inhibitory activity. 

IT 710350-02-OP 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation! i THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of dipeptide cyanonethyl derive, as cysteine protease 

inhibitors) 
RN 710350-02-0 CAPLUS 

CH Cyeloheptanecarboaamide, N- (cyanomethyl) C (2, 2 • -dichloro{l, 1 • -blphenylj - 
4-yl)carbonyl] amino] T (9CI) (CA INDEX NAME) 
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PATENT ASSIGNEE (S): 
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DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 


KIND 


DATE 


US 


2004077646 


Al 


20040422 


US 


6759428 


B2 


20040706 


US 


2003212097 


Al 


20031113 


US 


6747053 


B2 


20040608 



2004:331734 CAPLUS 
140:339193 

Preparation of indole nitriles as cysteine protease, 

in particular Cathepsin X Inhibitors 

Bamberg, Joe Timothy; Gabriel, Tobias; Krauss, Nancy 

Elisabeth; Mirzadegan, Taranehi Palmer, wylie Solang; 

Smith, David Bernard 

Roche Palo Alto, LLC, USA 

U.S. Pat. Appl. Publ., 141 pp., Cont.-in-part of U.S. 

Ser. No. 308,963. 

CODEN: USXXCO 

Patent 

English 



APPLICATION NO. 
US 2003-453112 



PRIORITY APPLN. INFO, t 
OTHER SOURCB(S): 



MARPAT 140:339193 



US 2002-308963 



US 2001-336750P 
US 2002-308963 



F 20011204 
A2 20021203 





AB Title compds. I [wherein n - 0-2; Rl - (un) substituted indolyl, Indazolyl, 
benzothiazolyl, indolizinyl. tetrahydropyridolndolyl; 
banzopyrrolothiazolyl; X - [CR(R5R6)]q; q > 1«2; R2, R3, R4, R5 - 

Karen Cheng 
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independantXy H, alkyl; R6 - H, cyclo/aikyl, (CRaRb)oA; Ra, Rb - 
lndsp*nd«ntly H, allcyl; o - 0-4/ A - OH and d«riv9., (un) substituted Ph, 
pyridyl, imidazolyl, niorpholinyl, C02H and darivs., atc.t Y -{CH2}ni n - 
1-3j thair pharnaceuticalXy acceptable salts, solvates and prodrugs) vera 
prepd. as cysteine protease, in particular Cathepsin K Inhibitors. The 
co0|3d9..are useful for the treatment of diseases which are assocd. vith 
cysteine proteases such as osteoporosis, tumor metastasis, unstable angina 
pectoris and/or plaque rupture. Thus, Et (lR,2S)-2- 

aminocyclohexanecarboxylate-HBr was treated vith indole-a-carboxylic acid, 
followed by ester hydrolysis and amidatlon with (RfS)* 
aniino(cyclopropyl) ace tonit rile to give the amide II. I selectively 
inhibited Cathepsin K (no data) . 
IT 68056e-91>6P. 6-Chloro-l-tMthyl-lH-indole->2-carboxyUc acid 

N-( < 15, ^) -2- (N-cyanomathylcarbaffloyl) cycloheayl] amide 680S68-9S-0P 

680S69-80-6P, 6-Chloro-l- O-hydroxypropyl) -lH-lndole-2-carboicyUc' 

acid N- ( (IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl] amide 

680S69'B2-BP, 6-Chloro-l-Dethyl-lR-indole<2-catboiryUc acid 

N-( (15, 2R) -2-( ( (S) -l-cyano-3-methylsulfanylpropyl) carbamoyl] cyclohexyl] ami 

de 6e0569-B4-0P 6B057O-08-5P 

RL: PAC (Pharmacological activity); RCT (Reactant) » SPN (Synthetic 
preparation) I THU (Therapeutic use); BIOL (Biological study) i PREP 
(Preparation) I RACT (Reactant or reagent)! USES (Uses) 

(Cathepsin K inhibitoiri preparation of indole nitrlles as cysteine 
protease, 

in particular Cathepsin K inhibitors) 
RN 680568-91-6 CAPLUS 

CN lH-Indole-2-carboiiamlde, 6-chloro-lM (lS,2R}-2< 

[((cyanomethyl) amino] carbonyl]cy^^eKyl]-l-methyl- (9CI) «;A INDEX NAHE) 

Absolute atereochemlatcy. 




6eOS6B-9S-0 

lH-lndole-2-caAo)tanida, 6-chloro-l*0-chloropropyl)>N-{2-([(l-cyano-3- 
methylbutyl) amino] carbonyl] cyclohexyl]- (9CI) (CA INDEX HAKE) 



C1-<CB2)3 



-NH~CH-Bu-i 
O CN 
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(Continued) 



RN 680569-80-6 CAPLUS 

CN lH-Indoie-2-carboxamide, 6-chloro-N-[ (1S,2R) -2- 

( ( (cyanomethyl) amino] carbonyl] cyclohexyl] -I- (3-hydroxypropyl) - (9CI) 

INDEX NAME) 

Absolute stereochemistry. 

HO^ 

(CH2)3 0 



chloro-N- [ (IS, 2R) -2> [ [ [ (IS) -l-cyano-3- 
arbonyl] cyclohexyl] -1-methyl- (9C1) (OA INDEX 




68DS69-84-0 CfSWS 

lH-Indole-2-c/rboxamide, 6-chloro-N-[ (IS, 2R) -2- I [ ( (IS) >l-cyano-3- 
(methylthlo)gitoivl] amino] carbonyl] cyclohexyl]- (9CI) (CA INDEX NAHX) 



680970-08-5 CAPLUS 

lH-/ndole-2-C8rboxamide, N-t (IS, 2R) -2- t [ [ (IR) -l-cyano-3- 

ylbutyl] amino] carbonyl) cyclohexyl] -1- (4-piperidinylmethyl) - 
iShydrochloride (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




• aci 



IT 680568-80-3P 680568-81-4P 680S68-82-5P, 

6-Chloro-l-I2- (morphoUn-4-yl) ethyl) -lH-indole-2-C8rboxyUc acid 

H- ( (IS, 2R) -2- [ [ (S) -cyano (cyclop ropyl) methyl] carbamoyl] cyclohexyl] amide 

680568-8 3-6P, 6-Chloro-l- (2-dimethylaminoethyl) -lH-indole-2- 

carboxylic acid N- [ ( IS, 2R) -2- [ [ (S) -cyano (cyclopropyl) methyl ) carbamoyl] cycl 

ohexylj amide 680S68-e4-7P, 6-Chloro-l- (3-dimethylaminopropyl) -IH- 

indole-2-carboxylic acid N-[ (IS, 2R) -2-( [ (S) -cyano (cyclopropyl) methyl) carba 

moyl) cyclohexyl] amide 6a0S66-85-8P, l-[3- (HorphoUn-4>yl)propyl] - 

lH-iRdole-2-carboxyUc acid N-( (lS,2R)-2-t[ (S)- 

cyanoCcyclopropyl) methyl) carbamoyl) cyclohexyl) amide 680568-86-9? 

, 3-(3-Oimethylaminopropyl)-lH-indazole-5-carboxylic acid 

N- ( (IS, 2R) -2- ( ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl] amide 

680568 -89-2P, 1 -Me thyl-lH- indole- 2 -car boxy Uc acid 

N- [ (IS, 2R) -2- (N-cyanomethylcarbamoyl) cycloheptyl) amide 

680568- 97-2P 680568-98-3P 680568-99-4P 

680569- 01-lP 680569-03-3P 680S69-04-4P 
680569-05-5P 6e0569-06-6P, 1- [2-( (Piperidin-1- 

ylsulfonyl) amino) ethylJ-lH-indole-2-carboxylic acid N-[ (1S,2R) -2-( < (S)-l- 
cyano-3-methylbutyl)carbamoyl] cyclohexyl) amide 680S69-09-9P 
680569-10-2P 680569-12-4P 6e0569-14-6P, 

6-Brooo-l-methyl-lH-indole-2-carboxylic acid N-{ (lS,2R)-2- (N- 
cyanoraethylcarbamoyl) cyclohexyl] amide 680569-23-7P, 

l-Methyl-lH-indole-2-carboxyUc acid N-[ (IS, 2R) -2-1 [ (S) -l-cyano-3- [4- (2- 

methoxyethyl)piperazin-l-yl] propyl) carbamoyl) cyclohexyl) amide 

6B0569-25-9P, l-Hethyl-lH-indole-2-carboxyUc acid 

H-I (IS, 2R) -2-Cl (S) -l-cyano-4- (morphoUn-4-yl) -4- 

oxobutyl) carbamoyl) cyclohexyl] amide 680569-28-2P 

680569-31-7P 6e0S69-32-8P 680S69-34-0P 

6B0569-3B-4P, l-Methyl-lH-indole-2-carboxyUc acid 

N-[ (IS, 2R) -2- (I (S) -l-cyano-3- (methanesulfonyl)propyllcarbamoyl) cyclohexyl) 
amide 6B0569-40-6P 680569-45-3P 680569-46-4P 
680569-51-lP 680569-53-3P 680569-54-4P 
680569-59-9P 680569-60-2P 680569-63-5P, 

1- (3-Hydroxypropyl) -lH-indole-2-carboxyUc acid N- ( (1S,2R) -2-( ( (S) -1-cyano- 

3-raethylbutyl) carbamoyl) cyclohexyl] amide 680569-64-6P, 

l-[2- (2-Hydroxyethoxy)ethyl) -lH-indole-2'-earbaxylic add 

N- [ (IS, 2R) -2- (( (S) -l-cyano-3-me thy Ibtityl) carbamoyl] cyclohexyl] amide 

680S69-70-4P, 1- (2- (2-Hethoxyethoxy) ethyl] -lH-indole-2-carboxylic 

acid N-( (1S,2R) -2-[ < (S) -l-cyano-3-methylbutyl) carbamoyl) cyclohexyl) amide 

Karen Cheng 
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6B0569-73-7P, 1- [3- (Piperidin-l-yl) propyl) -lH-indole-2-carboxyUc 
acid N- 1 (IS, 2R) -2- ( ( (S) -l-cyano-3-methylbutyl) carbamoyl) cyclohexyl) amide 
680569-76-OP, 6-Chloro-l- (2-hydroxyethyl) -lH-indoie-2-carboxylic 
add N- ( (IS. 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl] amide 
680569-78-2P. 6-Chloro-l- [2- (morpholin-4-yl) ethyl) <lH-indola-2- 
carboxyUc acid N-[( IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl) amide 
680569-79-3P. 6-Chloro-l- [3- (plperidin-1-yl) propyl) -lH-indole-2- 
carboxylic acid N- [ (IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl) amide 
680569-85-lP, 6-Chioro-l-methyl-lH-indole-2-carboxylic acid 
N- [ (IS, 2R) -2- { { (S) -l-cyano-3- (methanesulfonyl) propyl) carbamoyl) cyclohexyl] 
amide 680S69-B6-2P, 6-Chlo ro-lH- indole- 2 -carboxy lie add 
N-C (IS, 2R) -2- [[ (S) -l-cyano-3- (methanesulfonyl) pr^l] carbamoyl] cyclohexyl] 
amide 680569-e7-3P 680569-90-8P. 6-Chloro-l-(3- 

(methanesulfonyl) propyl) -lH-indole-2-carboxyUc add N-( (1S,2R) -2-(N> 

cyanomethylcarbamoyl) cyclohexyl) amide 68D569-91-9P 

680569-95-3P, 1- (2-Kydroxy-2-methylpropyl)-lH-lndole-2-carboxyllc 

acid N-[ (IS, 2R) -2- ( ( (S) -l-cyano-3-methylbutyl)catbafflqyl] cyclohexyl] amide 

680569- 98 -6P, 1- [2- (2-Hydroxyethylamino)ethyl] -lH-iRdole-2- 

carboxyllc acid N- [ (is, 2R) -2- ({ (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohe 
xyl] amide 680570-00-7P 680S70-02-9P 

680570- 04-lP 680570-05-2P 6B0570-06-3P 
680570-07-4? 680570-11-0? 680S70-12-1P 

680570-13-2P, 1-[1- (2-HBthoxyethyl) piperidin-4-ylmethyl) -IH-indole- 
2-carboxylic acid (2- (N-cyanomethylcarbamcyl) cyclohexyl) amide 
68057O-14-3P 6B057O-15-4P 680S70-19-8P 
680570-20-lP 6B0570-21-2P 6B0570-22-3P 

680570-23-4P, 6-Fluoro-l-methyl-lH-indole-2-carboxyLic acid 

N-( (IS,2R) -2-1 [ (S) -cyano(cyclopr<H>yl)methylJ carbamoyl) cyclohexyl) amide 

680S70-24-SP, 5-Fluoro-l-Bethyl-lH-indole-2-carboxylic acid 

N-( (15,2R)-2-( ( (S) -l-cyano-3-methylsulfanylpropyl) carbamoyl] cyclohexyl) ami 

de 680570-25-6P, 1- (3- (MorphoUn-4-yl) propyl] -lH-indole-2- 

carboxylic acid N-( (IS, 2H) -2- [( (S)-l-cyano-3-methylbutyl) carbamoyl] cyclohe 

xyl] amide 680570-26-7P 680570-27-BP, 

l-(2-Hydroiiyethyl)-lH-indoie-2-carboxyUc acid N- 1 (IS, 2R) -2- 1 [ (S) - 

cyano (cyclopropyl) methyl] carbamoyl) cyclohexyl] amide 680570-28-9P 

680570-29-OP, 1- (2-Oimethylaminoethyl) -lH-indole-2-carboxyUc acid 

N- ( (IS, 2R) -2- [ ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl] amide 

680570-30-3P, l-t2-(MorphoUn-4-yl) ethyl] -lH-indole-2-carboxyUc 

add N-[ (lS,2R)-2-( ( (S>-l-cyano-3-methylbutyl) carbamoyl) cyclohexyl] amide 

680S70-31-4P 680570-32-SP, 6-Bromo-lH-indola-2- 

carboxyUc acid N-f (IS, 2R) -2- (( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohe 
xyl) amide 680570-33-6P, 6-Bromo-l-methyl-lH-indole-2-carboxyUc 
acid N-[ (1S,2R) -2-C ( (S) -l-cyano-3-mathylbutyl) carbamoyl) cyclohexyl] amide 
68057O-34-7P, 1- (3-Hydroxy-2-hydroxymethylpropyl) -lH-indole-2- 
carhoxyUc acid N- ( (IS, 2R) -2- ( ( (S) -l-:cyano-3-methylbutyl) carbamoyl) cyclohe 
xyl) amide 680570-35-8P, 1- (3-Hydroxy-3-oethylbutyl) -lH-imlole-2- 
carboxyUc add N- 1 (IS, 2R) -2- ( ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohe 
xyl] amide 680S70-36-9P, 1- (3-Oimethylaminopropyl) -lH-indole-2- 
carboxylic acid N-[(lS,2R)-2-[<<S)-l-cyano-3-methylbutyl)carbamoyl)cyclohe 
xyl] amide 680570-37-0?, 6-aromo-lH-indole-2-carboxylic acid 
N-I ( IS, 2R) -2- (N-cyanooethylcarbamoyl) cyclohexyl] amide 680S70-39-1P 
, l-[ 2- (Methanesulfonyl) ethyl) -lH-indole-2-carboxylic acid 
N- t (IS, 2R) -2- ( ( (S) -l-cyano-3-raethylbutyl) carbamoyl) cyclohexyl) amide 
680570-39-2P, 6-Chloro-l-methyl-lH-indole-2-carboxyUc acid 
N- i (IS, 2R) -2- [ ( (S) -l-cyano-3-methylbutyl) carbamoyl) cyclohexyl] amide 
680570-40-5?, l-(l-Hethylpiperidin-4-ylmethyl) -lH-indole-2- 
carboxyUc acid H-( (1S,2R) -2-t ( (S) -l-cyano-3-methylbutyl) carbamoyl) cyclohe 
xyl)amide 68057O-41-6P, 1-[1- (^-Hethoxyethyl)piperidin-4- 
ylmethyl]-lH-indole-^-carboxyUc add N-{ (IS, 2R) -2- [((S) -l-cyano-3- 
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raethylbutyl) carbanoyl] cycloheKyl] amide 680570-42-7P, 
l-M«thyi-lH-indole-2-carboitylic acid N-( (1S,2R) -2-(( <S)-l-cyano-3- (4- 
Mthylpipacazln-l-yl) propyl] cacbanoyl] cyclohaxyl] amid* 
6S0S70-43-8P, 5-riuorO'-l-nethyl-lH-indol«-2-carboiiyUc acid 
N- I (IS, 2B) -2- ( [ (S) -l-eyano-3- (nethanesulf onyl) propyl] carbanoyl] cyclohexyl] 
amide 680570-44-9P, 6-Chloco-l- (2- (inorpholin-4-yl) ethyl] -IH- 
indole-2-carboitylic acid N- ( (IS, 2R) -2- [ ( (S) -l-cyano-3- 
methylbutyl) carbamoyl] eye lohexyl] amide 680S70-4S-0P, 

1 - ( 3- [ 1 - ( 2-M« thoiiye t hyl ) pi pe ridi n- 4 -yl] p r opy 1 ] - IH- i ndole- 2 - ca rboxy lie acid 
N- ( (IS, 2R) -2- [ ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl] amide 
680570-46-lP, 6- (Pyridin-3-yl| -lH-indole-2-carboicyUc acid 
N- [ (IS, 2R) -2- ( ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl] amide 
68 0570-4 7-2P. 1- ( 2- ( 1- (Z-Hethoxyethyl) pip«ridin-4-yl] ethyl] -IH- 
indole-2-carbojcyUc acid H-[ (1S,2R) -2-( ( (SJ -l-cyano-3- 
methylbutyl) carbamoyl] cyclohexyl] anide 680S70-48-3P, 
l-(2-(l-Methylpiperidin-4-yl)ethyl]-lH-indole-2-carboxyUc acid 
N- t (IS, 2R) ~2- I ( (S) -l-cyano-3-nethylbutyl) carbamoyl) cyclohexyl] amide 
680570-49-4P 680570-50-7P, 6- (2- (Methanesulfonyl) ethyl] - 
l-aethyl>lH-iRdole-2-carboxylic acid N- [ (IS, 2R) -2-1 ( (S) -l-cyano-3- 
mthylbutyl) carbamoyl] cyclohexyl] amide 680S70-$1-8P 
6aOS70-52-9P, 6- (4-Methylpiperazin-l-ylmethyl) -lH-indole-2- 
carboxylic acid N-[ (IS. 2R) -2- (N-cyanome thy lea rbamoyl) cyclohexyl] amide 
6S0570-53-0P, 6-( (Pyrazol-l-yl]methylJ -lH-indole-2-carboxyUc acid 
N-[ (IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl] amide 6S0570-54-1P 
, 6-(Imida2ol-l-yl)methyl-lH-indole-2-carboxylic acid N-( (lS,2RJ-2-(N- 
cyanoraethylcarbamoyl) cyclohexyl] amide 68057O-55-2P, 
l-Methyl-lH-indole-2-carboxylic acid N-( (IS, 2R) -2- [ ( (S) -l-cyano-2- (1- 
methyl-lH-imida2ol-4-yl) ethyl] carbamoyl] cyclohexyl] amide 
680570-S6-3P, 6-Chlo r o- 1 - ( 3 -di ne t hy 1 ami nop ropy 1 ) - IH- i ndole- 2 - 
carboxyUc acid N-[ (IS, 211) -2- [( (S) -l-cyano-3-nethylbutyl) carbanoyl] cyclohe 
syl) anide 680570-S7-4P, 6-Chloro-l- (2-dinethylaminoethyl) -IH- 
indole>2>carbosyUc acid N-[ (1S.2R) -2-[ ( (S) -l-cyano-3- 
methylbutyl) carbanoyl] cyclohexyl] amide 68 0570- 58 -5P, . , ... 
l-Methyl-lH-indole-2-carboxyUc acid N- [ (IS, 2R) -2-( [ (S] -l-cyano-3- 
(cyclopropylcarbamoyl) propyl] carbamoyl] cyclohexyl] amide 
680570-59-6P, l-Methyl-lH-indole-2-carboxylic acid 

N-( <1S,2R) -2- [ ( (S) -l-cyano-3-dimethylaminopropyl) carbamoyl] cyclohexyl] amid 

e 680570-61-OP, l-Il- (2-Methoxyethyl]piperidin-4-ylnethyl] -IH- 

indola-2-carboxylic acid N- [ (IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl] a 

mide 6aOS70-62-lP 680570-63-2P 680570-64-3P, 

1- (3- (Morpholin-4-yl) propyl] -IH-i ndole -5 -car boxy lie acid 

N-( (IS, 2R) -2- [ ( (S) -l-cyano-3-mothylbutyl) carbamoyl] cyclohexyl] amide 

6eOS70-65-4P, l-(2-Oimethylaminoethyl)-lH-indole-5-carboxyUc acid 

N-( ( IS, JtR) -2- ( ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl) amide 

680570-66-5P, 1- (3-Diraethylaminopropyl) -lH-indole-5-carboxylic 

acid N- I (IS, 2R) -2- t ( (S) -l-cyano-3-nethylbutyl) carbamoyl] cyclohexyl) anide 

680S70-67-6P, 6-Hatfayl-lH-indole-2-ca rboxy lie acid 

N-[ (IS, 2R) -2> (N^cyanonathylcarbanoyl) cyclohexyl] anide 6B0570-68-7P 

, 6-(3-Rydraxy3-nethylbutyl)-l-nethyl>lH-indole-2-carboxylic acid 

N- I (IS, 2R) -2- { ( (S) -l-cyano-3-methylbutyl) carbamoyl] cyclohexyl] amide 

6eOS70-69-8P 680570-70-lP, lH-Indole-5-carboxyUe acid 

M-( (IS, 2R) -2- (N-cyanomethylcarbamoyl) cyclohexyl] amide 680S70-71-2P 

. 5- (6-Hethylpyridin-2-yl) thiophene-2-carboxyUc acid N- ( (IS, 2R) -2- (N- 

cyanonathylcarlMUDoyl) cyclohexyl) anide 680570-72>3P, 

Banzo(d)pyrroloI2. 1-b) thlazol*-2>carbosyUc acid N- [ (IS. 2R) >2- ( ( (S) -1- 
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cyano-3-mBthylbutyl) carbamoyl] cyclohexyl] amide 6B0570-73-4P, 
lH-Indole-5-carboxylic acid N- [ (IS, 2R) -2- ( ( (S) -l-cyano-3- 
nethylbutyl) carbamoyl] cyclohexyl] amide 680570>74-SP, 
lH-Indole-6-carboxylic acid N-( (15, 2n) -2-C ( (S)-l-cyano-3- 
methylbutyl) carbamoyl] cyclohexyl] amide 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)! THU 
(Therapeutic use); BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(Cathepsin K inhibitor! prepn. of indole nitriles as cysteine protease, 

in particular Cathepsin K inhibitors) 
RN 680568-80-3 CAPLUS 

CN lH-Indole-2-carboxamide, 7-(l-[ (aminoearbonyl)hydrazono]*thyi) -N-{ (1S.2R)- 
2- [[(cyanonethyl)anino]cacbonyl] cyclohexyl]- (9CI) (CA INDEX NAME) 

Absolute stereochaniatcy. 
Double bond geomatcy unlcnovn. 



H2N^ ^ 



HH 680568-81-4 CAPLUS / 
CN lH-Pyrido(4,3-b]indole-8-carb/xamide, N- [ (IS, 2B) -2- ( [ [ (IS) -l-cyano-3- 

nethylbutyl) amino] carbonyl] c/clohexyl] -2, 3, 4, 5-tetrahydro-2-methyl- (9CI) 
(CA INDEX- HAME) • 'r- . „ . ■ . ' » " • - • 



Absolute stereochemistry. 



RN 680568-82-5 CAPLUS 
CN lH-Indole-2-carboxani4le, 6-chloro-N- ( (IS, 2R) -2-( ( ( (S) - 

cyanocyclopropylnethjl] amino] carbonyl] cyclohexyl] -I- [2- (4- 

morphoUnyl) ethyl] - 19CI) (CA INDEX NAME) 

Absolute steceochenistry. 
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RN 680568-83-6 CAPUIS 

lH;^lndble-2-carboxanide, 6-chlor^6-N-[ (IS. 2R) -2- 1 1 [ (S) - 
-cyanocyclopropylmethyl] amino] carbonyl] cyclohaicyl] -l-(2- 
(dimethylami no) ethyl]- (9CI) (CA INDEX NAME) 




Ml 680S6B-84>7 CAPLUS ; 

CN lH-Indole-2-carboxa^de, 6-chloro-M-[ (lS,2R)-2-l{( (S)- 
cyanocyelopropylaeUyl) anino] carbonyl) cyclohaicyl) -1- (3- 
(dittethylanino)pro^l]- (9CI) (CA INDEX NiWE) 



RN 680S68-85-8 CAPLUS 

CN lH-Indole-2-carboxamide, N* [ (IS, 2R) -2- [ [ ( (S) -cyanocyclopropylnethyl] anino) 
carbonyl)cyclohexyl)-l-[3-(4-norphoUnyl)propyl]« (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 680568-86-9 CAPLUS 

CN lH-Indazole-5-cjlrboxamide, N-( (IS, 2R) -2- [ [ [ (15) -l-cyano-3- 

nethylbutyl) anMio) carbonyl] cyclohexyl) -3-13- (dinethylanino) propyl) - (SCI) 




RN 680568^-89-2 CAPLUS 

CN lH-Iryiole-2-carboxanide, N-[ (IS. 2R) -2- [[ (cyanomethyl) anino] carbonyl) cycloh 
eptyl]-l-methyl- (9CI) (CA INDEX T 



' RN 680568-97-2 CAPLUS 
CN lH-Indole-2-carbaxamida, 6-chloro-N-(2-([ <l-cyano-3- 

methylbutyl) amino) carbonyl] cyclohexyl] -l-(2- (dinethylanino) ethyl] - (9C1) 
(CA INDEX NAME) 



Karen Cheng 
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AB Title conpds. I (Rl-4 - H, alkyl, allcenyl,etc. i X - 0, S, S02, alkyl; R7-8* 
- H, alk(en/yn)yl, haloalJcyl, alkoxy, N02, CN, etc.i D- (hetero) aryl, 
cycloalkyl, otc.j R9 - H. OH, CN, alkyl, Qtc.t n - 0-3] are prepared For 
instance, (5S) -2- (4-bromophenyl) -5-i3obutyl-l, 3-dioKolan-4-one (preparation 
given) is reacted vith PhHgBr (Et20, ZnC12, -40*) and the resulting 
carboxyllc acid coupled to ami noacetonit rile (DMF, HATU, Et3N) to give II. 
I are cysteine protease inhibitors, including but not limited to, 
inhibitors of cathepsins K, L, S and B and are useful for treating 
-f diseases in vhich inhibition of bone resorption is indicated.* such as 
osteoporosis. They have the folloving structure: Fornula (I). 

IT 672328-32-4P 

RL: PAC (Phanaacological activity) i SPN (Synthetic preparation)* THU 
(Therapeutic use) i BIOL (Biological study)! PREP (Preparation)! USES 
(Uses) 

(preparation of heterocyclic-substituted amides as cathepsin cysteine 
protease inhibitors) 
RN 672328-32-4 CAPLUS 

Ol Cyclohenanecarboxamide, l-( (R)- (4-bromophenyl) phenylnethozyJ-N- 
(cyanooMthyl)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry'!^ 
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„A„A^0CH2Ph 3,^';)^0ai2Ph 
H' I ^" ^^'^ 



AB A new general method for the synthesis of medicinally inqjortant diversely 
functionaUzed imidazoles from N-acylated ot- aminoni triles has been 
developed. N-Acylated a-aninonitriles vere reacted with 
triphenylphosphine and carbon tetrahalide to afford 2, 4 -di substituted 
S-halo-lH-imidazoles in good yield. This new methodol. was applied for 
the synthesis of 2-butyl-4-chloro-5-hydroirynethylimidazole. These 
haloiaidazoles can be directly converted to 2, 4, S-tri substituted 
imidazoles through palladium-catalyzed coupling reactions. The reaction 
of N-(l-cyano-2- (phenylmethoxy) ethyl) pentanamide (I) with carbon 
tetrachloride gave 2-butyl-4-chloro-5- [ (phenylmethoxy) methyl] -lH-imida«ole 
(II) vhich upon deprotection gave 2-butyl-5-chloro-lH-imidazole-4- 
nethanol, a synthetic intermediate for cocaar. 

XT 679412-59-OP 

RL: wrr (Re'actant)! SPN (Synthetic preparation)* PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation of functionaUzed imidazoles by trlphenylphosphine-mediated 
reaction of halomethanes with N- (cyanonathyl) amides) 
RN 679412-59-0 CAPLUS 

CN l-Phenanthrenacarboxamide. N- (cyanoBethyl)-1.2.3.4.4a,4b,5.6.10, 10a- 

decahydro-1.4a-diBethyl-7-(l-Dethyletbyl)<. aR«4aR.4bR.10aR)« (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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PRIORITY APPLN. 


INFO.: 










SE 2002-1977 




A 20020624 


















VO 2003-SE1080 


V 20030623 



OTHER SOURCB(S): 



HARPAT 140:77162 



NC r5 
0 0 V-R* 

r1r2n-4^ N 

? i R3 



AB The tiUe conpds. (l» A - 6-aeaber«d ring optionally containing a double 
bond 

and optionally containing an oxygan atom or NR group in tha ringt R ■ H, 
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alkyli Rl, R2 - allcyl, cycloalkyl both of which can optionally contain one 
or Bjore O, S or (un) substituted NH» or NR1R2 - 3, 4-dihydroi5oquinoUne. 
5-6 neabered satd. ring optionally contg. a further O. S or N atom, etc.! 
R3, R4 - K, alkylf R5 - H, alkyl, cycloalkyl, etc.i or R4 and R5 together 
fora a S-6 Banbarad aatd. ring optionally contg. a further O, S, 
(un) substituted NH), useful for treating diseases assocd. with cysteine 
protease activity such as pain, were prepd. E.g., a 2-step synthesis of 
(IR, 2R) -N- (cyano(2-niethoxyphenyl) methyll -2- (Borpholin-4 - 
ylcarbonyDcyclohexanecarboxamide, was given. The coiqpds. I are 
reversible inhibitors of cysteine proteases S, K, F, L and B. Of 
particular Interest are diseases assocd. with Cathepsln S (no data) . 
Phamaeautical conpn. conprislng the eoapd. I Is clalawd. 

IT 639792-00-OP 639792-01 -IP 639792-02-2P 
639792-03-3P 639792-04-4P 639792-05-5P 
639792-06-6P 639792-07-7P 639792-08-8P 

RL: PAC (Pharnacological activity)! SPN (Synthetic preparation); TKU 
(Therapeutic use)f BIOL (Biological study) i PREP (Preparation)! USES 
(Uses) 

(preparation of cycloheKane dlcarboxamides for treating diseases 
associated 

with cysteine protease activity) 
RH 639792-00-0 CAPLUS 

CN Cyclohexanecarbonamide, N- [cyano(2-methoxyphenyl)Bathyl]-2- (4- 
norphoUnylcarbonyl)-, (1R,2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RH 639792rStU^ CAPLUS 
CN Cyclolreiianecacboxanide, N-(cyano(2-iB«thoiiyphenyl)raethyl]-2-[{4-[(4- 

fluorophenyl) methyl] -l-plp«razlnyl]carbonyl]-. (1R,2R)- (9CI) (CA INDEX 

NAME) 

Absolute stareochemiatry. 



'XX.O 

RN 639792-02-2 CM^UiS 
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CN Cyclohesanecarboxamlde, N-{cyano(2-nethoicyph«nyl)Mthyl|-2-C (3,4-dlhydro- 
2(lH)-i^oqulnoUnyl)carbonyl]-, (1R,2R)- ( 9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OOyC 




RN 639792-03-3 CAPLUS . 

CN Cyclohoxanecarboxamide, N- (cyacu>MthyUe2c:(.(4rX(4-f luorophenyl) iithyl] -1- 
piperazinyl) caEbony.H-r"(lR72Rl -rei- (9CI) (CA INDEX NAME) 




RN 639792-05-5 CAPLUS 

CN Cyclohexanecarboxafflid^/^-[cyano(2-aethoxyphenyl) methyl) -2-C [4-(4- 
fluorophenyi) -l-piptffazinyl]carbonyl] -, (1R,2R)- (9CI) (CA INDEX NAME) 

Absolute stera< 
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RN 639792-06-6 CAPLUS 
CN CycIoh«xan6carboxamide, N> (4-cyanotetrahydros2a-pyran-4-yl) •2-( (4- (4- 
fLuorophanyl)-l-plparazinyl]cacbonyl]-,"(iR,2R)- (9C1J (CA INDEX NAME) 



Absolute stamqchamistry. 




RN 639792-07-7 CAPLUS - « 

CN Cyclohexanecarboxaralde, N- (4-cyano-l-n»thyl-4-piperidinyi) -2- [ [4- (4- 

fluorophenyD-l -pipe call nyljcarbonyl]-, (1R,2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



.XT 
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RN 639792-08-8 CAPLUS 

CN Cyclohexanecarboxanide, N-( (IS) -l-cyano-3-methosypropyl] -^-[{4-(4- 
f luorophenyl) -l-piperaxinyljcarbonyll (1R,2R)- (SCI) (CA INDEX NAHB) 

Absolute stereochendstry. 



o 




639792-09-9P 639792-10-2P 

RL: RCT (Reactant) i SPN (Synthetic preparation) > PREP (Preparation)} RACt 
(Reactant or reagent) 

(preparation of cyclohexane dicarboxamides for treating diseases 

associated 

vith cysteine protease activity) 
RN 639792-09-9 CAPLUS 

CN CyciohexanocarboxyUc acid, 2-[[[cyano(2-methoicyphenyl)BethylIaBi no] carbon 
yl]-, (IR,2R)- (9C1) (CA INDEX NAME) 



Absolute stereochenistry. 



RN 639792-10-2 CAPLU^ 

CN Cyclohexanecarbo/yiic acid, 2-(( (cyano(2-methoxyphenyl) methyl] amino] carbon 
yl]-, (lR,2R)-r/l- (9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): HARPAT 139:257284 

AB This invention relates to cysteine protease inhibitors 

R7(D)nCR6R7NR8CR3R4C(:0)NHCRlR2CN (Rl-4 - H, (sub3tituted)Cl-6-allcyl or 
C2-6-aikenyi; Rl and R2 or R3 and R4 may be take together with the C atom 
to which they are attached to form a (substituted) C3-8-cycloalkyl or 
heterocyclic ring* R5 - H, (sub3tituted)Cl-6-aHcyli R6 - 
(substituted) a ryl, heteroaryl, Cl-6-haloalkyl, arylalky, heteroarylallcyli 
D - (substituted)Cl-3-alkyl, C2-3-alkenyl, C2-3-alkynyl, aryl, heteroaryl, 
C3-8-cycloalkyl, heterocyclylr R7 - H, (substituted) Cl-6-alkyl, 
C2-6-alkenyl, C2-6-alkynyl,. Cl-6-alkyloxy, etc.; R8 - H, C2-6-alkyl) 
including but not Umited to, inhibitors of cathepsins K, L, S and B. 
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Those compds. are useful for treating diseases In vhich inhibition of bone 

resorption is indicated, such as osteoporosis. 
IT 603140-31-4P 603140-32-SP 603140-33-6P 

RLi SPN (Synthetic preparation) ) THU (Therapeutic use) i BIOL (Biological 

study) I PREP (Preparation) i USES (Uses) 

(cathepsin cysteine protease inhibitors and their therapeutic use) 
RN 603140-31-4 CAPLUS 




RN 603140-33-6 CAPLUS 

CN Cyclohes an eca r bosanide , N - ( cyanome thyl )-l-[[2,2,2-t rif luo ro- 1* [ 4 * - ( 1- 
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AB Title compds. I (Rl - heteroaryl, (CR7R8) iaC0R9, S(0)pR9i R2-R4, R6-R8 - H, 
alky If R5 ■» H, allcyl, heterocyclic, cycloalkyl, cycXoalkylallcyl, 
alkoxycarbonylalkyl, aryl, aralkyl, heteroaryl, heteroarylalkyli R9 - 
heteroaryl, heteroarylalJcyl, hetaroarylalkoxyj m - 0, 1» n - l-3» p - 1, 
2) vere prepared for use as cysteine protease inhibitors. The coaf)ds. are 
useful for the treatment of diseases vhich are associated with cysteine 
proteases such as osteoporosis, osteoarthritis, rheumatoid arthritis, 
tumor metastasis, glomerulonephritis, atherosclerosis, myocardial 
infarction, angina pectoris, instable angina pectoris, stroke, plaque 
rupture, transient ischemic attacks, amaurosis fugax, peripheral arterial 
occlusive disease, restenosis after angioplasty and stint placement, 
abdominal aortic aneurysm formation, inflammation, autoimmune disease, 
malaria, ocular fundus tissue cytopathy and respiratory disease. Thus, Bt 
(1R,2S) -2-amlnocyclohexanecarboxylate-HBr was treated irlth 
lndole-2-carboicyUc acid, followed by ester hydrolysis and amidation with 
(R, 5)-amino(cyclopropyl)acetonitrile to give the amide II which had IC50 
for inhibition of cathepsin R of 0.018 isM. 

IT 541521-88-4P 541521-90-8P 541521-94-2P 
541521-97-5P 541S22-10-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation)! THU 
(Therapeutic use) t BIOL (Biological study) i PREP (Preparation)* USES 
(Uses) 

(preparation of substituted 2-aminocycloalkanecarboaamides for use as 
cysteine protease inhibitors) 
RN 541521-98-4 CAPLUS / 




RN 541521-90-8 CAPLUS 

CN 2-Qulnolinecarbbxanide. N-[ (15,^R)•^-[{C(lS)-l-cyano-2- 
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phenylethyl]araino]carbonyl]cyclohexylj- (9CI) (CA INDEX NAHS) 

Absolute stereochemistry. 




Absolute stereochemistry. 




nitrophenyl) ethyl] andnoj carbonyl] cyclohexyl] mono(trif luoroacetate) 
(9CI) (CA INDEX NAME) 

CM 1 




CM 2 

CRN 76-OS-l 
OIF C2 H F3 02 
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(Continued) 



F-C-^C02H 

r 



IW 541522-10-5 CAPLUS 

CH lH-Indole-2-carboiiamide, N-[ (1S,2R) -2- 
nethylbutyl] ami no] carbonyl) cyclohexylL 
INDEX NAME) 

Absolut* starcochanistry. 






tr(lS)-l-cyano-3- 
- .ti-hydro«yBthyl)- (9CII 



:nt or reagent) 
aninocycloalkanecarboxamides for use as 



IT S41S22-4B-9 

RL; BCT (Reactant) i RACT 

(preparation of substituted 
cysteine protease inhibitor! 
RN &41522-4S-9 CAPLUS 

CN lH-Indole-2-carboKanide, N- [ilS,2n) -2* {[ (cyanonethyl)afld.no] carbonyl] cycloh 
axyl)-6-hydro>y- (9CI) (CA^NOEX NAME) 

■ Absolut* stereochealstry. 



541522-40-1? 541522-71-4P 541522-79-6P 

RL: RCT (Reactant) i SFN (Synthetic preparation) i PREP (Preparation)! RACT 
(Reactant or reagent)' 

(preparation of substituted 2-aminocycloalkanecarbo«amides for use as 

cysteine protease inhibitors) 
S41S22-40-1 CAPLUS 

lH-Indole-2-carboicamide, N-C (1S,2R) -2- ( H (IR) -l-cyano-2-( I (1. l- 
dioethylethyl) dimethylsilyl] oxy] ethyl] amino] carbonyl] cyclohexyl] -l-methyl- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 541522-77-4 CAPLUS 

CN Carbamic acid. { (IS, 2R) -2- [( (/iS) -l-cyano-3-ja«thyibutylJ amino] carbonyl] cyc 
loheityl]-, phenylmethyl este/ (9CI) (CA INDEX NAME) 



RN S41522-79-6 CAP^S 

CN Cyclohexanecarboxamide, 2-amino-N-niS)-l-cyano-3-methylbutyl]- 
oonohydrochloride, (1R,2S)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. ' - 




541521- 92-OP 541521-99-7P 541522-01-4P 

541522- 04-7P 541522-06-9P 541S22-0S-1P 
541S22>91-2P S41S22-93-4P S41522-95-6P 

541522- 9S-9P S41S23-01-7P S41523-03-9P 

541523- 04-OP 541523-06-2P 541523-07-3? 
541523-10-8P 541523-12-OP 541523-13-lP 
S41S23-15-3P 541S23-18-6P 541S23-19-7P 
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541523-21-lP 541523-23-3? 541523-25-5? 

541523-27-7P 541523-28-8? 541523-30-2? 

S41523-33-5P 541523-35-7P 541523-36-8P 

541523-38-OP S41523-39-1P S41S23-42-6P 

54 1523-44 -8P 541523-46-OP S41S23-48-2P 

541523-S0-6P 541523-52-8P 541S23-54-0P 

541523-56-2P 541523-58-4P 541523-60-8P 

541523-62-OP 541523-64-2P 541523-66-4? 

541523- 68-6P 541523-71-lP 541524-25-9? 

541524- 27-OP 541524-29-2P 541524-31-6P 
541524-33-8P 541524-3S-0P 541524-37-2P 
S41524-39-4P 541524-41-8? 541S24-44-1P 
541S24-46-3P 541524-48-5P 541524 -50-9P 
54IS24-52-1P 541524-5S-4P 541524-57-6P 
S41S24-59-B? 541524-62-3P S41524-64-5P 
541S24-67-BP 541524-70-3P 541524-72-5P 
S41524-74-7P 541524-76-9P S41524-78-1P 
541524-61-6? 541524-83-8? S41524-86-1P 
541524-08-3? 541524-90- 7P 541524-92-9P 
S41524-94-1P 

RLi SPN (Synthetic preparation)! THU (Therapeutic use)t BIOL (Biological 
study)! PREP (Preparation)! USES (Uses) 

(prepn. of substituted 2-aminocycloalkanecarboaamides for us* as 

cysteine protease inhibitors) 
541521-92-0 CAPLUS 

lH-Indole-2-carboManide, N-[ (lS,2R)-2-[[( (S) -cyanocyclopropyloethyl] amino] 
carbonyl] cyclohejcyl]-l-methyl- (9CI) (CA INDEX NAME) 



Absolut* st*reoch*mistry. 




541521-99-7 CAPLUS 
CyclohexanecarboKamide, N-(cyan( 
INDEX NAME) 



NC- CH2 - NH - Cr"'''^^ 




RN 541522-01-4 CAPLUS 

Karen Cheng 




2-(8-quinoUnylamino)- (9CI) (CA 
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CN lH-Indol«-2-carboxamide, N-[ (IS, 2R) -2- [[ (cyanomethyl) amino] carbonyl] cycloh 
ejiyl]-6-t2-(4-m*thyl-l-pip*razinyl)*thoxy]- (9CI) (CA INOEX'NAMB) 

Absolute 8t*r*ochemi8try. 



54 1522-04 -7 CAPLUS 

Carbamic acid, (2-[([(lS,2R)-27a[(S)-cyanocyclopropylfflethyl]amino]carbony 
Dcyclohexyl] amino] carbonyl) -u!-iRdol-6-yl]-, 2-propenyl ester (9CX) (CA 
INDEX HAKE) ^ 




tamide, H-( (IS, 2R) -2- { [ [ (S) -cyanocycloprt^lmethyl] amino) 



541522-08-1 CAPLUS 

e-Benzofhiazolecarbo»amide, N-( (1S,2R) -2-[ [ ( (IS) -l-cyano-3- 
nethylbutyl] amino] carbonyl) cyclohexyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10560672restrict 
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RN 541522-91>2 CAPLUS 

CN lU-Indole-2-carboxafflide, N- [ aS,2R) -2-[ [/ 
»«yl]- (9CI) (CA INDEX NAME) 



Absolut* atsreochemiatry. 





amino] carbonyl] cycloh 



RN 541522-93-4 CAPLUS 

CN lH-Indolo-2-carboxamide, A- [ (IS, 2B) -2- [ [ (cyanocyclopropylja«thyl) amino] carb 
onyl]cyclohajiyl]-5-fluo^ (9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 



RN 541522-95-6 /CAPUTS 

CN lH-Indol*-2-carboxamide, N- [ ( IS, 2A1 -2- [ [ (cyanocyclopropylmathyl) amino] carb 
onyl|cycloh*xyl]-l-nethyl- (9CI) (CA INDEX NAME) 

Absolut* stereochenlstry. 
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RN - S41S22-98-9 CAPLUS 

CN lH-Indoltt-2-carboxaniide, 5-chloro-M4 ( (is, 2R) -2- 

|[jMcyanocyclopcopylmethyl) amino] cybonyljcyclohexyl]- (9C1) (CA INDEX 

Absolute stereochemistry. 



N-^O 




BN 541523-01-7 CAPLUS 

CM IH- Indole- 5 -carboxamirfe, N-( (1S,2R) -2-1 1 (cyanocyclopropylmethyl) amino] carb 
. onyl}cycloh*xyl]-- (901) • (CA- INDEX NAME) . 

Absolute stereochemistry. 



RN S4 1523-03-9 CAPLUS 

CN lH-Indole-2-carbosamide, N- [ (IS, 2R) -2- [ [ (cyanocyclopropylmethyl) amino] carb 
onyl]cyclohexyll-S-m*thoxy-6-(ph*nylffl«thoxy)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN S41S23-04-0 CAPLU9 

CN lR-Indole-3-carboxdmlde, N-( (IS, 2R)-2-( [ (cyanocyclopropylmethyl) aminojcarb 

onyl) cyclohexyl] - /(9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 




RN S41523-06-2 CAPLUS 

CN lH-Indole-2-carboxamlde, N-[ (1S,2R) -2-([ (cyanocyclc^iropylmethyl) amino]carb 
onyl] cyclohexyl] -5-ethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




. RN 541523-07-3 CAPLUS 
CN lH-Indole-2-carboxamide, S-broao-N- [ (IS, 2R) -2- 

[[ (cyanocyclopropylmethyl) aaino] carbonyl] cyclohexyl)- (SCI) (CA INDEX 
NAME) 

Absolute steraochemistcy. 
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RN S41523-10-B CAPLUS 

CN IH-l ndole-2-carboxamide, N- ( (IS, 2R) -2- [ [ (cyai 
onyl] cyclohexyl] -4-B*thoxy- (9CI) (CA INDEX 

Absolute stereochemistry. 



ilopropylmcthyl) amino] carb 





OMe 

RN 54 1523-12-0 CAPLUS 
CN lH-Indole-2-carboxamide, N- I (ls/2R) -2- I I (cyanocyclopropylmethyl) amino] carb 
onyl] cyclohexyl] -6-m*tho»y- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. ' 




RN 541523-13-1 CAPLUS 
CN lH-Indole-2-carboxamide,' N-I (IS, 2R} -2-[ C (cyanocycliqaropylmathyl) amino] earb 
onyl] cyclohexyl] -5-hydr6xy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. \J 



Karen Cheng 
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PRIORITY APPLN. INFO.: US 2001-351316P P 20011113 

VO 2002-US36352 V 20021113 

OTHER SOURCE(S): MARPAT 138:401413 

AS The present invention is directed to aryl-containing N-cyanoalkyl 

carboxaraides. Ar-Xl-CR4R5CHR6CHR6aC(0)NR3CRlR2CN (li variables defined 
below; e.g. tran9-N-cyanoniethyl-2-t (4-fluorophenylsulfanyl) methyl) cyclohex 
anecarbosanide) , that are inhibitors of cysteine proteases such as 
cathepsins X, S, B and L, in particular cathapsin X. (only a qual. 
statement of activity is indicated) . Pharnaceutical composition comprising 
these conpds., method of treating diseases (e.g. osteoporosis) awdlatsd by 
unregulated cysteine protease activity, in particular cathepsin X, using 
these coopds. and methods of preparing these coopds. are also disclosed. 
Thirty-eight example prepns. of 1 are included. For example,, 
trans-N-cyanonethyl-2-{(4-fluorophenylsulfanyl)fflethyl]cyclohexanecarboxami 
de was prepared in 3 steps starting from trans-1, 2-cycloheNanedicarboxylic 
anhydride, aminoacetonitrile hydrochloride, Et3N, and iBu chloroformate in 
THF involving intermediates trans-'N-cyanoBethyl-2- 
hydroiiymethylcycloheRanecarboxamide and trans-2'bromomathyl-N- 
cyanomathylcyclohexaneearboiamide (yields not given). Three 
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pharmaceutical formulations contg. 1 are described. For 1: XI is -0-. 
-NR-. -S-, -S(0)- or -S(0)2- (R is H. {Cl-6)alkyl. halo- 
substituted (Cl-6) alkyl, or aryl(Cl-6)alkyl)r Rl is H or (Cl-6) alkylf R2 is 
H, (Cl-6)al>cyl. halo-substituted (Cl-3)alkyl, -X2NR7R7, -X2NR7C (O) R7, 
-X2C(0)NR7R7, -X2NR7C(0)OR7. - X20C(0)NR7R7, -X2NR7C(0)NR7R7, 
-X2NR7C(NR7)NR7R7. -X20R7, -X2C(0)R7, -X2C(0)OR7. -X20C(0)R7, 
-X2S(0)2KR7R7. -X2P (0) (OR7)OR7, -X20P (O) (OR7)OR7. -X2SR7, -X2S(0)Rfl, 
-X2S(0)2R8, -X2NR7S(0)2R8, ■-X2NR9R10, -X2NR9C (0) RIO, -X2C (O) NR9R10. 
-X2S(O)2NR9R10. -X2NR9S <0) 2R10, -X20C (O) NR9R10. -X2NR9C (O) NR9R10. 
-X2NR9C(NR9)NR9R10. -RIO, -X2OR10, -X2C(0)R10. -X2C(0)OR10. -X2OC(O)R10. 
-X2SR10. -X2S(O)R10, and -X2S(O)2R10i or Rl and R2 together with the C 
atoms to which they are attached form (C3-8) monocyclic cycloalkylene or 
monocyclic heterocycloalkylene. R3 is H or (Cl-6) alkyli R6 and R6a 
together with the C atoms to which they are attached form: (C3-7) 
Monocyclic cycloalkylene, (C7>e) bridged polycyclic cycloalkylene, (C3-7) 
monocyclic cycloalkenylene, (C7-8) bridged polycyclic cycloalkenylene, 
(C7-8) spirocycloalkylene. monocyclic heterocycloalkylene having 3-7 ring 
atoms, bridged polycyclic heterocycloalkylene having 7 or 8 ring atoms, 
monocyclic heterocycloalkenylone having 3-7 ring atoms, bridged polycyclic 
heterocycloalkenylene having 7 or 8 ring atoms, phenylene, or 
heteroarylene having 5 or 6 ring atoms. R4 and R5 are each independently 
H, Cluoro or (Cl-6)alkyl or R4 and RS together with the C atoms to which 
they are attached form (C3-6) monocyclic cycloalkylene or monocyclic 
heterocycloalkylene having 3 to 6 ring atottsi Ar • (CO-3) alkylene-Arl (Arl 
is (C6-12)aryl, heteroaryl, heterocycloalkyl, or heterocycloalkenyl) , 
(CO-3) alkylene-Arl-X4-Ar2, (CO-3) alkylene-Arl -X4-Ar2-X5-Ar3, 
(CO-3) alkylene-Arl >X4-Ar2-X5-Ar3-X6-Ar4 (X4, X5 and X6 - a bond, 
(Cl-6)alkylene, etc.)f Ar2. Ar3 and Ar4 - (C3-8) cycloalkyl, 
(C3-8)cycloalkenyl, heterocycloalkyl, heterocycloalkenyl, (C6-14)aryl and 
heteroaryli addnl. details are given in the claims. 

IT S30104-11-1P, tran3-N-Cyanonethyl-2-((4- 

riuorophenylsulf anyl) methyl] cyclohexanecarboxamide 530104-17-7P, 

trans •>N-CyanOfflethyl-2- [ (4-bromophenylsulfanyl) methyl] cyclohexanecarbox amid 

e 530104-3B-2P, trans-N-Cyanooathyl-2-n (4- (4- (4-tert- 

butoxycarbonylpiperazin-l-yl) phenyl] phenyl] sulf anyl] methyl J cyclohexanecarb 

oxamide 530104-43-9P, trans-N-Cyanoaethyl-2- ( (4- 

f luorobenzenesulf onyi) methyl] cyclohexanecarboxamide 530104 -63-3P 

, tran3-N-Cyanoaethyl-2- [ ( 4- (carboxymethylsulf anyl) benzenesulf onyl] methyl] 

cyclohexanecarboxamide 530104-82-6P, tran3-N-Cyanonethyl-2-C(4- 

(methylsulfanyl)benzenesulfonyll methyl) cyclohexanecarboxamide 

53010S-4B-7P, (IR/S, 2R/S, 3R/S, 4S/R) -N- (Cyanomethyl) -3- ( ( (4- 

f luorophenyl) sulf anyl) methyl] bicyclo[2. 2. 1) hept-5*ene-2-carbaxamide 

530105-S3-4P, (IS/R, 2R/S. 3R/S, 4R/S) -N- (Cyanomethyl) -3- [ [ (4- 

fluorophenyl) sulf anyl] methyl) bicyclo(2. 2.1] heptane'-2-carboxamide 

S30105-55-6P, (IS/R, 2R/S, 3R/S. 4R/S) -N- (Cyanomethyl) -3-[ (4- 

f luorobenzenesulf onyl) methyl] bicyclo [2.2.1] heptane- 2 -carbosamide 

S30105-58-9P. (5R/5, 6R/S) -N- (Cyanomethyl) -6-( [ (4- 

f luorophenyl) sulf anyl) methyl) spirot2. 4) heptane->5«carbo]iaffllde 

530105-73-8 P, (IR/S, 6R/S) -N- (Cyanomethyl) -6- [ [ (4- 

f luorophenyl) sulf anyl) methyl) cyclohex-3-ene-l-carboxamide 

530105- 81-8P. (IR/S, 6R/S) -N- (Cyanomethyl) -6-[ [ (4- 

f luorobenzene)9ulfonyllmethyl]cyclohex-3-ene-l-carboxamlde 

530106- 10-6P. (IR/S, 2R/S, 3R/S, 6S/R) -N- (Cyanomethyl) -3-( ( (4- 

f luorophenyl) sulfanyl]methyl]bicyclo[4. 1.0] heptane-2-carboxafflide 
530106-16-2P. (IR/S. 2R/S, 3R/S, 6S/R) -N- (Cyanomethyl) -3-( (4- 
f luorobenzenesulf onyl) methyl] bicyclo[4 .1.0] heptane-2-carboiiaBid« 
530106-37-7P, trans-N-Cyanoraethyl-2-t (4-1 [2- (tert- 

butoxycarbonylaaino) ethyl] Sulf anyl)benzenesulf Onyl) me thyl}cyclahexanecarbo 
xaaide 530106-43-5P 530106-77-5P, trans-N-Cyanomethyl- 
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2- ( (4-hydroxyme thy Ibenzenesulf onyl) methyl] cyclohexanecarboxamide 
530106-B3-3P , trans-N-Cya noma thy 1-2- ( ( 4 - 

[ (benzylsulf anyl) methyl] benzenesulf onyl] methyl] cyclohexanecarboxamide 
RL: PAC (Pharmacological. activity) ; RCT (Reactant)i SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study) i PREP 
(Preparation) i RACT (Reactant or reagent) t USES (Uses) 

(drug candidatei prepn. of aryl-contg. N-cyanoalkyl carbosaaidas as 
protease inhibitors) 
RN S30104-11-1 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanoBethyl) -2-[ [ (4-£luorophanyl) thio] methyl] 
{lR,2R)-rel- (9CI) (CA INDEX NAME) 




RM 530104-17-7 CAPLUS 

CN Cyclohexanecarboxamide, 2-[ [ (4-bromophanyl) thio] Mthyl) -N- (cyanomathyl) -, 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN S30104>3a-2 CAPLUS 

CN 1-PiperazinacarboxyUc acid, 4-{4''>(([(lR,2R)-2- 

[ t (cyanoawthyl) amino] carbonyllcyclohexyl) methyl] thlo] [1,1* -blphenyl] -4-yl) - 
, 1,1-diraethylethyl ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry* 



Karen Cheng 
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t-BuO, 




»l 530104-43-9 CAPLUS 

CN C/clohananacarboiamidt, H- (cyanomathyl) -2<[ [ (4- 

fluoroph«nyl)9ulfonyl]Bethyl)-, (lR,2R)Tel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530104-63-3 CAPLUS 

CN Acetic acid, [ [4- [ [ [ (1R,2R) -2-[ [ (cyanonethyl)aBino]carbonyl]cycloheKyI)met 
hyl]aulfonyl] phenyl] thiol-, rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN S30104-B2-6 CAPLUS 

CN Cyclohenanecarboaanide, N- (cyanonethyl)-2-( [(4- 
(metltyUhio)phenyl]sulfo^yl)methyll-. <lR.2R)-rel- (9CI) (CA INDEX NAME) 

Relative stareoehemistry. 
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RN 530105-48-7 CAPLUS 

CN Bicyclo[2.2.1]hept-5-ene-2-carboKaiitide, N- (cyanonethyl) -3-[ [ (4- 

fluorophenyl) thiol aethyl]-, (lR,2R,3R,4S)-rel- (9CI) (CA INDEX NAHE) 

Relative stereochendstry. 




O 



RN 530105-53-4 CAPLUS 

CN BicycXo(2.2. l)heptane-2-carboxafflide. N- (cyanomethyl) -3- [ [ (4- 
f luorophenyl) thiojmethyl] (lR,2R,3B,4S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




o 



RN 530105-55-6 CAPLUS 

CN Bicyclo[2.2.1]heptane-2-carboxanide. N- (cyanonethyl) -3- [[ (4 - 

fluorophenyl)sulfonyl]Mthyl]-, (lR.2R,3R,4S)>rel- (9CI) (CA INDEX NAHE) 

Relative stereochenistry. 
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RN 530105-58-9 CAPLUS 

CN Spiro{2.4]heptane-S-carbosanide, N-(cyanoMthyl)-6-[[(4- 

fluorophenyl)thio)aethyl]-, (5R,6R)-rel- (9CI} (CA INDEX NAME) 

Relative steceocheni-stry. 




RN 530105-73-8 CAPLUS 

CN 3-Cyclohexene-l-carboxamide, N- (cyanomethyl)-6-( ( (4- 
f luorophenyl) thio] nethyl) (lR,6R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochenistry. , 




RN 530105-81-8 CAPLUS 

CN 3-Cyclohexene*l-carboxaBide, N-(cyanaMthyl)-6-[( (4- 

fluorophenyDsulfonyl} methyl)-, (lR,6R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 530106-10-6 CAPLUS 

CN Bicyclo[4.1.0}heptane-2-carboxamide, N- (cyanomethyl) -3-[ [ (4- 
fluorophenyl) thlo]methyl) (lR,2R.3R,6S)-rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN 530106-16-2 CAPLUS 

CN Bicyclo[4.1.0]heptane-2-carboxamide, N- (cyanonethyl) -3- [[ (4 - 

fluorophenyl)sul£onyl]nethyl]-. (1R,2R,3R,6S) -rel- (9CI) (CA INDEX NAHE) 

Relative stereochemistry. 




RN 530106-37-7 CAPLUS 

CN Carbaioic acid, (2-(C4-[([ (IR, 2R) -2- [ ( (cyanomethyl) amino] carbonyHcyclohexy 
1] me thyl]sulfonyll phenyl] thlo] ethyl]-, l.l-dinethylethyl ester, rel- (9CI) 
(CA INDEX NAHE) 

Relative stereochemistry. 



Karen Cheng 
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O 

UN 530106-43-S CAPLUS 

CN Cyclohexanecarboxamidc, 2-(t(4-( (2-arainoethyl) thio] phenyllaulfonyljmtthyll - 
N-(cyanoiB«thyl)-, (in,2R)-rel- (9CI) (CA INDEX NAME) 

R*Xativ« 9ttr*och«ni8try. 




RN 530106-77-5 CAPLUS 

CN Cyclohexanacarboxainld*, N-> (cyanomthyl)-2-[ [{4- 
(hydroxyaethyl)ph•nyl]9ulfonyl]MthylI-, (lR,2A}-ral- (9CI> (CA INDEX 



Ralative st«r«ocheni9try. 




RN 530t06-83-3 CAPLUS 

CN CyclohaxanocarboKamida, N-(eyanonethyl)-2-[[(4- 

( { (phenylnathyl) thlo] Mthyl}phanyl] sulf onylloMthyl] -« (IR, 2R) -ral- (9CI) 
(CA INDEX NAME) 

Ralativa atereochamiatry. 
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IT 530104-19-9P, ttans-N-Cyanomethyl-2-( (phenylsulfanyl) methyl] cycloh 
ejtanecarboxaraide 530104-21-3P, tran3-N-Cyanomothyl-2- ( (4- 
chlocophenylaulfanyl) nethyl] cyclohcxan«cacboKaaid« S30104-23-5P, 
trans-N-Cyanomethyl-2-( (3,4-dichlorophflnylaulfanyl)nethyl3cyclpheKanecarbo 
xaaide 530104-25-7P, tcans-N-Cyanonethyl-Z- ( t (4- 
aathylphcnyl) sulf anyl] caethyl] cyclohexanacarboxanida S30104-27-9P 
, tran3-N-Cyanomethyl-2-t (4 -aethoxyphenylaulfsnyl) methyl] cyclohaxanecarboK 
amide 530104-28-OP, tran9-N-Cyanomethyl-2- ( t4- 
(aorpholino) phenylsulfanyl) me thyijcyclohexanecacboxamide 
530104-3O-4P, trans-N-Cyanonethyl-2-t[{4- 

methylcarbonylaminophenyl) sulf any I] methyl] cyclohex an ecarboxamide 
530104-32-6P. trans-N-C:yanomothyl-2-( (4- 

nltrophenylsulfanyl) methyl] cyclohexanecarboxamide 530104-34-8P, 

tran3-N-Cyanomathyl-2- t { (4-tert-butylphenyl) sulf any 1] methyl] cycloheKanecat 

boxamide 530104-36-OP, trans-N-CyanoBathyl-2-[ ( (4- 

trlf luoronethylphenyl) sulf anyl] methyl] cycloheicanecarbox amide 

530104-42-ep» trans-N-Cyanomethyl-2-[ [ [4- (4- (piperazin-l- 

yl)phanyl) phenyl] sulf anyl] methyl] cyclohexanecarboxamide 

530104-45-lP, tran3-N-Cyano«ethyl-2-[ (4- 

bromobenzenesulf onyl) methyl] cyclohexanecarboxamide 530I04-47-3P, 
Crana-N-Cyanoaethyl-2- [ [4- (morpholino) benzenesulf onyl] methyl] cyclohexaneca 
rbovaBide 530104-49-5P, tran9-N-Cyanomethyl-2- 
( (benzeneaulfonyl) methyl] cyclohexanecarboxamide 5301O4-51-9P, 
tran9-N-Cyanomethyl-2- [ (4-chloroben2enesulfonyl) methyljcyclohexanecarboxaa 
ide 530104-53-lP, tran9-N-Cyanoaethyl-2-( (3, 4- 

dichlorobenzsnesulfonyl) methyl] cyclohexanecarboxamide 530104-S5-3P 

, tran9-N-CyanoQethyl-2- [ (4-methylbenzenesulf onyl) methyl] cycloheitanacarbox 

amide 530104-57-5P, trans-N-Cyanomethyl-2-( (4- 

methoxybenzenesulfonyl) methyl] cyclohexanecarboxaaida S30104-S9-7P 

, trans-N-Cyano[nethyl-2-[ (4-bromophenyl9ulfinyl) methyl] cyclohexanecacboxam 

ide 530104-61-lP, tran3-N-Cyanomethyl-2- [ (4- 

[ ( (ethoxycarbonyl) methyl) sulfanyl)benzene9ulf onyl] methyl] cyclohexanecarbon 

amide 530104-67-7P, tran9-N-Cyanomet)«yI-2-[ [4-( [{ [ {pyridin-4- 

ylmethyl) amino] carbonyl) methyl] aulf anyl] benzeneaulfonyl] me thyl] cyclohexana 

carboxaraide 530104-69-9P, tran9-N-Cyanomethyl-2-{(4-t ( ( [ (2- 

{thien-2-yl) ethyl) amino] carbonyl] methyl] sulf anyl} benzeneaulfonyl] me thyl] cy 

clohexanecarboxamlde 530104-71>3P, tran9-N-Cyanomethyl-2-( (4- 

[ ( [ (2-chlorobenzylamino) carbonyl) methyl] 9ulf anyl] benzenesulf onyl] me thylj cy 

clohexanecarisoxamide 530104-73-5P, tran9-N-Cyanofflethyl-2-((4- 

( [ [ (4-metho«ybenzylamino) carbonyl] methyl] sulf anyl] benzenesulfonyl]methyllc 

yclohexanacarboxamide 530104-74-6P, tran3-N-Cyanomethyl-2-( (4> 

t [ [ (4-chlorobenzylamino) carbonyl] methyl] sulf anyl] benzenesulf onyl] methyl) cy 

clohexanecarboxamide S30104-76-BP, trans>N>Cyan<methyl-2-[[4- 

t [ [ C (3-dimathylaminobenzyl) amino] carbonyl] methyl] aulf anyl) benzenesulf onyl) 
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methyl] cyclohexanecarboxamide S30104-79-0P, trans-N-Cyanonethyl- 
2-[[4-[[(4-( py ridi n-4 -y 1 ) pipe r azi n- 1 -ylca r bony 1 ) methyl) aulf any 1) banzanasul 
f onyl] methyl] cyclohexanecarboxamide 530104-80-4P, 
trans-N-Cyanomethyl-2-[C4-((l( (l-benzylpiperidin-4- 

yl) amino] carbonyl] methyl) aulf anyl] benzeneaulfonyl] methyl)eyclohexanecarboa 
amide 530104-84-8P, tran9-N-Cyanomethyl-2>( [4- ( (3- 

hydroxypropyl) sulf anyl) benzenesulf onyl] methyl] cyclohex anecacboxamide 
530104-86-OP, tran9-N-Cyanomethyl-2-([ (4- 

raethylsulf anylphenyl) sulfanyl] methyl] cyclohexanecarboxamide 

530104- BB-2P, tran3-N-Cyancmethyl-2-( (4- 

hydroxyphenylsulf anyl) me thyl] cyclohexanecarboxamide 530104-91-7P 

, trans-N-(^anomethyl-2-( ( [4- [ (4-9ulf anylphenyl) sulf anyl) phenyl] sulf anyl) m 

ethyl] cyclohexanecarboxamide 530104-96-2P, tran9-N-Cyanomethyl-2'-' 

[ ( 4- [ (f uran-2-ylmathyl) aulf anyl] benzenesulf onyl] methyl] cyclehexanecacboxam 

ide S30104-99-5P, tran9-N-Cyanomatfayl-2-[[4-[[[[(2- 

morphollnoethyl) amino] carbonyl) methyl) sulf anyl] benzenesulf onyl] methyl] cycl 
ohexanecarboxamlde 530105-00-lP, tran3-N-Cyanomethyl-2-([4- 
( [ [ [ (2-morpholinoethyl) amino] carbonyl] methyl] sulf anyl) benzenesulf onyl) meth 
yl] cyclohexanecarboxamide trif luoroacetate 530105-06- 7P, 
tran3-N-Cyanomethyl-2- [ t4-{ [ t (pyridin-3-ylamino) carbonyl] methyl] sulf anyl] b 
enzenesulf onyl] methyl) cyclohexanecarboxamide trif luoroacetate 

530105- 10-3P, tran3-N-Cyanomethyl-2-{(4-[( (4-i3opropylpipecazin-l- 
ylcarbonyl) methyl] sulf anyl] benzeneaulfonyl) methyl] cyclohexanecarboxamida 
530105-11-4P, tran9-N-Cyanomethyl-2-( (4-I( (4-i30propylpiperazin-l- 
ylcarbonyl) methyl] 9ulfanyl] benzenesulf onyl) methyl) cyclohexanecarboxamide 
trifluoroacetate 530105-13-6P, tran9-N-(Cyanomethyl)-2-([(4- 
(methyisulf anyl) phenyl) sulf anyl] methyl] cyclopentanecarbox amide 
530105-24-9P, (IS/R, 3R/S. 4R/5, 6R/S) -N- (Cyanoaethyl) -4- { ( (4- 
(raethylsulf anyl) phenyl) aulf anyl] methyl]bicyclo[4 .1.0) heptane>3-carboxamide 

S30105-37-4P, (IR/S, 2R/S, 3R/S, 4S/R) -N- (Cyanomethyl) -3-[ (4- 
fluorobenzeneaulf onyl) methyl) bicyclo[2 . 2 . 1) hept-5-ena-2-carboxamide 
S3010S-49-8P, (IS/R. 2R/S. 3R/S. 4R/S) -N- (Cyanoawthyl) 'S- [ [4< 
(nethylsulfanyl)benzenesulfonyl} methyl] blcyclo[2. 2. l]heptane-2-cacboxamide 
530105-71-6P, (5R/S,6R/S)-N-(Cyanoaethyl)-6-I[ (4- 
f luorobenzene)9ulfonyl]methyl] 9piro[2.4)heptane-5-carbaxamide 
S30105-79-4P, (IR/S, 6R/S) -N- (Cyanomethyl) -6- ( [ (4- 

(methylaulf anyl) benzene] sulfonyl)methyl]cyclohex-3>ene-l-carboxamlde 
530105-83-OP, (IR, 2R) -N- (Cyanomethyl) -2- ( ( [4- 
(methylsulfanyl) benzene] sulfonyl) methyl] cyclohexanecarboxamide 

530105- 94-3P. (IR/S, 2S/R, 3S/R, 6S/R) -N- (Cyanomethyl) -3- 1 1 (4- 
Bwthylsulf anylbenzene) 9ulf onyl] methyl) bicyclo [4.1.0] heptane-2>carbox amide 

530106- ie-4P, (IR/S, 2R/S) -N- (Cyanoaethyl) -5-methyl-2- [ ( C4« 
(methylsulf anyl) benzene) aulf onyl) methyl] cyclohexanecarboxamide 
530106-35-5P, t r ana -N -Cyanomethyl- 2- [ (4- [ (2- 

phenyle thyl) sulf anyl) benzenesulf onyl] methyl] cyclohexanecarboxamide 
530106-41-3P, trans-N-Cyanomethyl-2-[(4-(I2-(pyridin-2- 
yl) ethyl] aulf anyl] benzenesulf onyl] methyl] cyclohexanecarboxamide 
530106-44 ^eP, trans-N-Cyanofflethyl-2-([4-[ (2- 

amineethyl) sulf anyl] benzenesulf onyl) methyl) cyclohexanecarboxamide mesylate 

S30106-47-9P, trans<N>Cyanomethyl-2-[(4-[[2-((2-chloropyridin-3- 

yl) amino] ethyl] sulf anyl] benzenesulf onyl] methyl] cyclohexanecarboxamide 

mesylate 530106-51-5P, tran3-N-Cyanomethyl-2-( (4-[ (2- [ (pyridin-4- 

yl) amino] ethyl) sulf anyl] benzenesulf onyl] methyl] cyclohexanecarboxamide 

mesylate 530106-54-8P, trans*N-Cyanomethyl-2-[[3-fluoro-4-( [2- 

( (dime thylarainosulf onyl) amino) ethyl] sulf anyl) benzenesulf onyl] methyl] cycloh 

exanecarbox amide mesylate S30106-61-7P, trans-N-Cyanomethyl-2- 

[ [3-f luoro-4- ( (2-aminoethyl) aulf anyl) benzeneaulfonyl] methyl] cyclohexanecar 

boxamide 530106-64-OP, tcans-N-Cyanomethyl-2-[[3-fluoro-4-( (2- 

(pyridin-2-yl) ethyl) 9ulf anyl) benzeneaulfonyl) methyl) cyclohexanecarboxamide 
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530106-65-lP, tran3-N-Cyanomethyl-2- [ [3-f luoro-4- I {2- (pyrldin-2- 
yl) ethyl] sulf anyl] benzenesulf onyl) methyl] cyclohexanecarboxamide mesylate 
530106-67-3P, tran3-2-[ [4-[ [2- (Pyridin-2- 

yl) ethyl] sulf anyl) benzenesulf onyl] methyl] cyclohexanecarboxylic acid 
1-cyanocyclopropylamide 530106-87-7P, trans-N-Cyanomethyl-2-( [4- 
[ (benzylsulfonyl) methyl] benzeneaulfonyl) methyl) cyclohexanecarboxamide 
530106-89-9P, tran3-N-Cyanomethyl>2-[ (4* 

aethylcarbonylaiainobenzeneaulfonyl) methyl) cyclohexanecarboxamide 
530106-91-3P, tran3-N-Cyanomethyl-2-[ (4- 

nitrobenzenesulfonyl) methyl) cyclohexanecarboxamide 530106-93-SF, 
■ tran9-N-Cyanonethyl-2-[ (4-cert-bu tylbenzenesulf onyl) methyl] cyclohexanecart 
oxamide 530106-95-7P, tran9-N-Cyanomethyl-2-( [4- 
(methylsulfonyl)benzenesulfonyl) methyl] cyclohexanecarboxamide 

530106- 97-9P, trans-M-Cyanomethyi-2-tl (l-methyUmidazol-2- * 
yl) aulf anyl) methyl) cyclohexanecarboxamida 530106-99- IP, 

trana-N-CyanoDethyl-2-( (4-aminobenzenesulfonyl) methyl) cyclohexaneca rboxami 

de 530107-01-8P, tcan3-N-Cyanomethyl-2-[ (benzothiazol-2- 
ylsulf anyl) methyl) cyclohexanecarboxamide 530107-03-OP, 

tran9-N-CyanoQethyl-2- ( (benzoxazol-2-ylsulf anyl) methyl) cyclohex a necarboxam 
ide 530107-05-2P, trans-N-Cyanomethyl-2-[ (4, 5-dihydrothiazol-2- 
ylsulfanyl) methyl) cyclohexanecarboxamide 530107-07-4P, 

tran3-N-Cyanoaethyl-2- ( (4-trif luoromethylbenzenosulf onyl) methyl] cyclohexan 
ecarboxamide 530107-09-6P, trans-N-Cyanomethyl-2-[ (pyrimidin-2- 
ylsulf anyl) methyl] cyclohexanecarboxamide 530107-11-0P« 

tran3-N-Cyanomethyl-2- [ (4-hydroxybenzene9ulf onyl) methyl] cyclohexaneca rboxa 
mide 530107-13-2P, tran3-N-Cyanomethyl-2-( ( (l-raethyUmidazol-2- 
yl) sulfonyl] methyl) cyclohexanecarboxamide 530107-15-4P, 
trans-N-Cyanomethyl-2-((4-[2-(4-isopropylpiperazin-l-yl)thiazol-4- 
yl] benzenesulfonyl) methyl) cyclohexanecarboxamide 530107-17-6P, 
ttans-N-Cyanomothyl-2- [ (pyridin-4-ylsulfanyl) methyl] cyclohexanecarboxamide 

530107- 1B-7P, tran3-N-Cyanomethyl-2-[ (6-chlorobenzoxazol-2- 
ylsulf anyl) methyl) cyclohexanecarboxamide 530107-20>1P, 
tran9-N-Cyanomethyl-2- ( (5-methoxybenzothiazol-2- 

ylsulf anyl) methyl) cyclohexanecarboxamide 530107-22-3P, 

tran3-N-Cyanomethyl-2-( (4-me thoxybenzylsulf anyl) mo thyl) cyclohexanecarboxaa 
Ida 530107-24-5P, trans-N-Cyanoraethyl-2- ( ( (2-pyridin-4-yl-l. 3. 4- 
oxadiazol-5-yl) sulf anyl) methyl) cyclohexanecarboxamide 530107-26-7P 
, trans-N-Cyanomethyl-2-[ (pyridin-4-yl3ulfonyl)methyl)cyclohexanecarboxami 
de 530107-2a-9P, trans-N-Cyanomethyl-2- [ (2, 4- 

dichlorobenzylsulf anyl) methyl] cyclohexanecarboxamide 530107- 30-3P 

, trans-N-Cyanomethyl-2-( (2, 4-dichlorophenyl9ulfanyl)methyl) cyclohexanecar 

boxamide S30107-32-5P, trans-N-Cyanomethyl-2-[{(4-([ (1- 

methylpyr roiidin-2-yl) methyl] oxy) phenyl) aulf anyl] methyl] cyclohexaneca rboxa 
mide 530107-34-7P, trans-N-Cyanoraethyl-2-[ ( (4- 
dimethylaninophenyl) sulf anyl] methyl] cyclohexanecarboxamide 
530107-36-9P, tran3-N-Cyanoaethyl-2-[ (4- 
dimethylaminobenzenesulf onyl) methyl] cyclohexanecarboxamide 
530107-39-lP. trans-N-Cyanomethyl-2-[ (4- 

trif luoromethoxyphenylsulf anyl) methyl] cyclohexanecarboxamide 
530107-40-5P« tran9-N-Cyanomethyl-2- ((3,4- 

dimethoxyphenylsulf anyl) methyl] cyclohexanecarboxamide 530107-41-6P 

, trans-N-Cyanoraethyl-2-[[[4-[ (l-raethylpiperidin-4- 

yl) oxy] phenyl) sulf anyl] methyl] cyclohexanecarboxamide 530107-4 3-ep 

, trans-N-Cyanomethyl-2-[ [ [4-[ (3-dimethylarainopropyl) oxy] phenyl] sulf anyljm 

ethyl) cyclohexanecarboxamide 530107-4 5-OP 530107-47-2P 

, tran3-N-Cyanomethyl-2- [ [4- (l-methylpiperazin-4- 

yl) benzenesulfonyl) methyl] cyclohexanecarboxamide 530107-49-4P. 

trans-N'>Cyanofflethyl-2-C(4-(4-morpholinopiperidin-l- 

yl) benzenesulf onyl) methyl) cyclohexanecarboxamide 530107-S1-8P. 
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cran9>N-Cyanomethyl>2- ( (l-mttthoxyphenylsulf anyl) Dethyl] cyclopentanecarboxa 

nida 530107-53-OP, tran3-N-Cyanoraethyl-2- ( ( (4- (4-tert- 

butoxypiparldln- 4 -yloxy) phenyl] sulf anyl] nethyl] cyclohexanecarboxamida 

S30107-55-2P, tran3-N-Cyanoraethyl-2-[(4-(4-tert-butojfypiperidin-4- 

ylo)iy)benzene9ulf onyl] methyl) cyclohexanecacboxaolde 530107-56-SP 

, tran9-N-CyanoiMthyl>2-[ (cyelohaxylsulfanyDntathyll cycloheKanacarboxamlda 

530107-61-OP, tran3-N-C/anomethyl-2>[[(3- 

carboKynothylphanyl) sulf anyl) methyl] cyclohexanecarboxamida 

530107-63-2P. tcan5-N-Cyanomethyl-2- [ (4- (thien-3- 

yl) benzQn89ulf onyl) methyl] cyclohexanecarboxamide S30107-6S-4P, 

tran9-N-Cyanomethyl-2-[ [ (3-trifluoroacetylafflinophenyl) sulf anyl] methyl] cycl 

ohexanecarboxamide 530107-67-6P, tran9-N-Cyanomethyl-2-[ [ (3- 

(methylsulfonylaraino) phenyl) sulf anyl] methyl] cyclohexanecarboxanlde 

530107-69-8P. (15/R, 3R/S, 4S/R, 6R/S) -4- [ { (4- 

Methylsulfanylphenyl) sulf anyl] methyl] bicyclo(4 .1.0] heptane- 3-carboxy lie 

acid cyanooathylamide 530107-71-2?, tran9-N-Cyanomethyl-2-[[4-(4- 

( (pyridin-4-yl} oxy) phenyl) benzanesulfonyl) methyl] cyclohexanecarboxamida 

530107-73-4P, trans-N-Cyanomethyl>2- t ( O- 

amlnophenyDbenzenesulfonyl) methyl] cyclohexanecarboxamide 

530107-75-6P, trans-N-Cyanomathyl-2-f {4- (pyridin-4- 

ylsulf anyl) benzenesulf onyl] methyl] cyclohexanecarboxanlde 

530lQ7-77-ap 530107-B0-3P. trans-N-Cyanomethyl-2-( (4- [ (2- 

chlorophenylmethyl) sulf anyl] benzenesulf onyl] methyl] cyclohexanecarboxamida 

530107-82-SP, trans-N-Cyanom6thyl-2-(C4-t(2-<2,2,2- 

trif luoroethylamino) ethyl] sulf anyl] benzenesulf onyl] methyl] cyclohexanecarbo 
xamide 530107-84-7P, tran9-N-Cyanomethyl-2-[[4-( [ [ ( (pyridln-3- 
ylmethyl) amino] carbonyl] methyl] sulf anyl] benzenesulf onyl] methyl] cyclohexane 
carboxamide 530107-86-9P, trans-N-Cyanonethyl-2- [ [4- t (2- t (2- 
chlocopyridin-3-ylcarbonyl) amino] ethyl] sulf anyl] benzenesulf onyl] methyl] eye 
lohexanecarboxamide S30107-BB-1P. tran3-N-Cyanomethyl-2-((4-[[2- 
( ( (pyridin-4-yl) carbonyl] amino] ethylj sulf anyl] benzenesulf onyl] methyl] cyclo 
hexanecarboxamide 530107-90-5P, tran9-N-Cyanomethyl-2-{[4-[ (2- 
' acetylaminoethyl)tixy]ban2ena9ulfDnyl) methyl] cyclohexanecarboxamide. 

530107- 92-7P. tran9-N-Cyanomathyl-2-[(4-l ( ( (I (4- 

dimethylaminophenyl) methyl] amino] carbonyl] methyl] sulf anyl] benzenesulf onyl] 
methyl) cyclohexanecarboxamide 530107-93-BP. trans-N-Cyanomethyl- 
2- t [4- ( t I t (2- (pyridin-4-yl) ethyl) amino] carbonyl] methyl) sulf anyl] benzenesul 
fonyl] methyl] cyclohexanecarboxamide 53G107>9S-OP, 

trans-N-Cyanomethyl-2- [ [3-f luoro-4-[ (2- (ethylsulfonylamino) ethyl) sulfanyl] 
benzenesulfonyl] methyl] cyclohexanecarboxamide 530107-97-2P, 
trans-N-Cyanomethyl-2- t (4- [ ( ( [ (furan-2-ylmethyl) amino] carbonyl] methyl] sulf 
anyl) benzenesulfonyl] methyl] cyclohexanecarboxamide 530107-99-4P, 
trans '•N-'Cyanomethyl-2- [ [ 3-f luoro-4- [ (2-dimethylsulfonylaminoathyl) sulfanyl 
] benzenesulfonyl] methyl] cyclohexanecarboxamide 530108-01-lP, 
trans-N-Cyanomethyl-2- [ [4-[ (2- (me thylsulfonyloxy) ethyl) sulfanyl] benzenesul 
fonyl] methyl] cyclohexanecarboxamide S30108-03-3F, 

t ra ns -N -Cya none thy 1 - 2 - ( ( 4 - ( me t hoxyca rbony Ime thyloxy) benzenesulfonyl] methyl 
] cyclohexanecarboxamide 530108-05-5P S30108-07-7P, 
trans-N-Cyanomethyl-2- ( [4- C ( (1-tert-buty lpiperazin-4- 

ylcacbonyl) methyl] sulfanyl] benzenesulfonyl] methyl] cyclohexanecarboxamide 

530108- 09-9F, tran9-ri-CyanoiMthyl-2-C(4-( [ ( [l-<pyridin-2- 

yl) piperazln-4-yl] cartionyl] methyl] sulfanyl] benzenesulfonyl] nethyl] cyclohex 
anacarboxamida S3010e-ll-3P» tran9-N-CyanOMthyl-2-[[4o( [ (1-tart- 
butylplparasln-4-ylearbonyl)mathyl] oxy] benzenesulfonyl] nethyl] cyclohexanec 
arboxamlde 530108-13-SP. tran9-N-Cyanomathyl-2-((4-[[ [ (1- 
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(pyrimidin-2-yl)piperazin-4-ylJ carbonyl] methyl] sulfanyl] benzenesulfonyl] ne 
thyl] cyclohexanecarboxamide 530108-15-7P, 

trans-N-Cyanomethyl-2- ( (4- ( t ( I (2- ( thien-2-yl) ethyl) amino} carbonyl] methyl] s 
ulfonyl] benzenesulfonyl] methyl] cyclohexanecarboxamide 530108-16-8? 
, trans-N-Cyanomethyl-2->( [4-( ([l-(4-bromophenyl)piperazin-4- 
ylcarbonyi] mechyl] sulfanyl] benzenesulfonyl] methyl] cyclohexanecarboxanlde 
530108-ie-OP, trans-N-Cyanomethyl-2- 1 [4- 1 1 1 1 (2- (pyridin-4- 
yl) ethyl) amino] carbonyl] methyl] oxy] benzenesulfonyl] methyl] cyclohexanecarbo 
xamide 530108-20-4?, 2- [ (4-riuorophenylsulf anyl) methyl] cyclohexa 
necarboxylic acid (1-cyanocyclopropyl) amide 530108-22-6?, 
tran3-N-Cyanomethyl-2- [ [4- [ [ [ [ [ (3-methyl-l, 2, 5-oxadiazol-4- 
yl) methyl] amino] carbonyl) methyl] sulf anyl] benzenesulf onyl] methyl] cyclohexan 
ecarboxamide 530108-24-BP, tran3-N-Cyanomethyl-2-[ [4-( (2- 
( (raorpholinocacbonyl) amino) ethyl) sulfanyl] benzenesulfonyl] methyl] cyclohexa 
necarboxamide 530106-25-9P, trans-N-Cyanomethyl-2- [ [4- [ [2- 
(pyridin-3-yloxy) ethyl] sulfanyl] benzenesulfonyl] nethyl] cyclohex a necartMxan 
ide S30108-27-1F, trans-N-Cyanomathyl-2-[(4-[ (2- 

( (morpholinocarbonyl) amino) ethyl) oxy] benzenesulfonyl] methyl] cyclohexanacar 
boxamide 530108-29-3P. tran9-N-Cyanonethyl-2-(C4-{ [ ( (furan-2- 
ylmethyl) amino] carbonyl] methyl] benzene9ulf onyl] methyl] cyclohexanecarboxami 
de 530108-31-7P, trans-N-Cyanomethyl-2-{ [4- (2- ( ( ( (furan-2- 
yl) methyl) amino) carbonyl) ethyl) benzenesulf onyl) methyl] cyclohexane carboxani 
de 530108-33-9P, trans-N-Cyanomethyl-2-( ( (4- (2- ( ( < (furan-2- 
yl) methyl) amino) carbonyl) ethyl) phenyl] sulfanyl] methyl] cyclohexanacarboxaal 
de 530108-35-lP, trans-N-Cyanomethyl-2-t[4-( (2- 
bromoe thyl) sulf anyl) benzenesulfonyl] methyl] cyclohexanecarboxamide 
530108-41-9? 530108-45-3P, cis-N-Cyanonathyl-2-( [4- 
(methyI9ulfanyl)benzenesulfo^yl]methyl]cyclohexanecarboxamide 
53010a-47-5P, trans-N-Cyanoraethyl-2-(l-[4- 

(methylsulf anyl) benzenesulfonyl] ethyl] cyclohexanecarboxamide 
530108-49-7P, trans-N-Cyanomethyl-2- [[ (4- I3-( ( (2- 

morpholinoethyl) amino] carbonyl] propyl] phenyl] sulfanyl] methyl] cyclohexaneca 
rboxamide S30108-S3-3P.. (lR/S.2R/S,SR/5)-Trans-N-cy8nomethyl-2? . . -• 
[ [4- (nethylsulf anyl) banzenaaulfonyl] methyl] -S-methylcyclohexanecarboxamida 
530108-56-6? 530108-60-2?, tran9-N-Cyanomethyl-2- [ [3- ( (3- 
hydroxypropyl) sulfanyl) benzenesulfonyl] methyl] cyclohexanecarboxamide 
530108 -62-4P, trans-2- ([ (4-Chlorophenyl) sulf anyl] methyl] -N- 
(cyanomethyl) cyclopentanecarboxamide 53010S-63-5P, 

trans-N- (Cyanomethyl) -2-U (4-f luorophonyl) sulfanyl] methyl] cyclopentanecarb 
oxanide 53010B-65-7P. trans-2- [[ (3-Bromophenyl) sulf anyl] methyl] - 
N- (cyanomethyl) cyclohexanecarboxamide 530108-67-9P. 

trans-N- (Cyanomethyl) -2- t { (3-f luorophenyl) sulfanyl] methyl] cyclohexanecarbo 
xanide 530108-69-lP, tran9-2- [ [ (3-Anlnaphenyl) sulfanyl] nethyl] -N- 
(cyanone thyl) cyclohexanecarboxanlde 530108-71-5?, 

trans-N- (Cyanonethyl) -2- [ { {3- ( trif luoronethyl) phenyl] sulfanyl] natfayl] cyclo 
hexanecarboxamide 530108-73-7P, 3-[ [ [trans-2- 

[ [ (Cyanomethyl) amino] carbonyl) cyclohexyl) methyl) sulf anyl] benzoic acid 
530108 -7S-9P, 4- [([trans-2-(( (Cyanomethyl) aminolcarbonyljcyclohaxy 
1] methyl] sulfanyl] benzoic acid 530108-76-OP, 

trans-N- (Cyanonethyl) -2- [ [ (3-hydroxyphenyl) sulf anyl] nethyl] cyclohexaneca rb 

oxanlda 530108-78-2P, trana-N- (Cyanomethyl) -2- [[[3- 

(formylanino) phenyl] sulfanyl] methyl] cyclohexaneca rboxanide 

530108-80-6P, trans-2- ( [ (3- (Acetylanino) phenyl] sulfanyl] nathyl] -N- 

(cyanonethyl) cyclohexanecarboxanlde 530108-82-8?, 

tcans-2- [ [ [3- [Bis (nathylsulfonyl) anino] phenyl] sulfanyl] nathyl] -N- 
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(cyanomethyl) cyclohexanecarboxanlde 530108-84-OP, 

trans-N- (Cyanomethyl) -2- [ ( (4-iodophenyl) sulfanyl] methyl) cyclopantanacarbox 

amide 530108-86-2P, trans-N- (Cyanomethyl) -2- { (4- 

lodobenzenesulf onyl) methyl] cyclopantanacarboxanlda 530108-88-4P, 

(1S/R, 2R/S, 3R/S, 4R/S)-N- (Cyanonethyl) -3- [ [ (4-fluorophenyl) sulfanyl] nethyl] 

bicyclo(2.2.1] hept-5-ene-2-carboxanide 530108-90-8P. 

( IR/S, 2R/S, 3R/S, 4S/R) -N- (Cyanomethyl) -3- [ [4- (methylsulf anyl) benzenesulf ony 

l]fflethyl]bicyclo{2.2.1)hept-5-ene-2-carboxamide S30108-92-0P, 

trans-N- (Cyanomethyl) -6- ({ (4- (methylsulf anyl)benzene] sulf onyl] methyl] spiro 

[2.4)heptane-S-carboxamide 530108-94-2P. trans-N- (Cyanonethyl) -2- 

{ (4-f luorobenzenesulf onyl) methyl] cyclopentanecarboxamide 

530108-96-4P, trans-N- (Cyanomethyl) -2- ( (4- 

( methylsulf anyl) benzenesulfonyl] methyl] cyclopentanecarboxanide 

530108- 98-6?, ( 1II/S,2R/S.3R/S,4S/R)-N- (Cyanonethyl) -3- (C (4- 
hydroxyphenyl) sulfanyl] methyl) bicyclo[2. 2. 1] hept-5-ene-2-carboxamlda 

530109- 00-3?, (IR/S, 2R/S, 3R/S, 4S/R) -N- (Cyanonethyl) -3- [ (4- 
hydroxybenzenesulf onyl) me thyl) bicyclo[2. 2. l]hept-5-ene-2-carbox amide 
S30109-02-5P, N- (Cyanomethyl) -7- [ (4-f luorobenzenesulf onyl) methyl] - 
3-oxatricyclo[3. 2. 1 . 02. 4] octane-6-carboxamide 530109-04-7P 

, trans-N- (Cyanomethyl) -2-( [ (4-iodophenyl) sulfanyl) methyl] cyclohexanecarboxamid 
a S30109-06-9P, trans-N- (Cyanomethyl) -2- [ (4- 

iodobanzenesulfonyl) methyl] cyclohexanecarboxamide 530109-08-lP, 

trans-N- (Cyanomethyl) -2- [ [ (4- [ (2, 2, 2-trif luoroethyl) sulfanyl] benzene] sulfo 

nyl] methyl] cyclohexanecarboxamide 530109- 10-5? , 

trans-N- (Cyanonethyl) -2- [( [4- ( (dlf luoronethyl) sulfanyl] phenyl] sulfanyl]met 
hyl] cyclohexanecarboxamide 530109-12-7P, trans-N- (Cyanomethyl) -2- 
( ( (4-[ (dlfluoroaathyl)3ulfanyl]b«nzene]sulfonyllmethyl]cyclohexanecarboxam 
ide 530109-14-9P, N- (Cyanomethyl) -2- { (4- 

f luorobenzenesulfonyl) methyl] -4-raethylcyclopentanecarboxamlde 
530109-16-lP, N- (Cyanomethyl) -4-methyl-2- It 4- 
(tMthylsulf anyl) benzenesulfonyl) nethyl] cyclppentanccarboxanlda 
530109-18-3P. N- (Cyanonethyl) •2-[(4-fluocobenzena8Ulfonyl)nathyl]- 
5-ne t hylcyclohex aneca rboxanide 530 1 09 - 20-7? , 

trans-N- (Cyanonethyl) -2- [ (4-dif luoromethoxybenzenesulf onyl) methyl] cyclohex 

anecarboxanide 530109-22-9P, trans-N- (Cyanomethyl) -2- [ [4- 

(methylsulfanyl) phenoxy] methyl] cyclohexanecarboxamide 530109-24 -IP 

, trans-2- ( (4 -Hethoxybenzylsulf onyl) methyl] cyclohexanecarboxy lie acid 

(cyanonethyl) anide 530109-27-4P, (IR/S, 6R/S) -N- (Cyanonethyl) -6- 

[ [ [4- (nathylsulf anyl) phenyl] sulfanyl] methyl] cyclohex-3-ene-l-carboxamide 

530109-29-6P, trans-N-Cyanomethyl-2- [( [4-1 (2- 

morpholinoethyl) oxy] phenyl] sulfanyl) methyl) cyclohexanecarboxamide 

530109-33-2P, (IR/S, 2S/R. 3S/R, 6S/R) -N- (Cyanomethyl) -3- ( [ (4- 

f luorophenyl) sulf anyl) methyl] bicyclo( 4. 1.0) heptane-2-carboxamide 

530109-36-5P, (IR/S, 2S/R, 3S/R. 6S/R) -N- (Cyanomethyl) -3-f [ (4- 

f luorobenzene)sulfonyl]methyl]bicyclo(4.1.0] heptane- 2 -carboxamide 

530109-38-7P, tran3-N-Cyanonethyl-2-[ (4- (4- ( (piperidin-4- 

yl) oxy) phenyl) benzenesulfonyl] methyl] cyclohexanecarboxamide 

S30109-40-1P, trans-N-Cyanomethyl-2-[(4-((({[(4- 

dinathylaninophanyl) nethyl) amino] carbonyl] nethyl] sulfanyl] benzenesulfonyl) 
nathyl] cyclohexanecarboxamide trlfluoroacetate 530109-42-3P, 
trans-N-Cyanomethyl-2- 1 1 *-[ 1 1 [ (2- (pyridin-4-yl) ethyl) amino] carbonyl] methyl 
] sulfanyl] benzenesulfonyl] methyl] cyclohexanecarboxamide trlfluoroacetate 
530109-44-5P, trans-N-Cyanooethyi-2-[(4-[ (2- ( (pyridin-3- 
yl)oxy) ethyl) sulfanyl) benzenesulfonyl) methyl) cyclohexanecarboxamide 
trlfluoroacetate 531500-29-5P, (1R/S.2R/S,3R/5,6S/R}-N- 

(Cyanonethyl) -3- [ [ [4- (ne thy Isulf anyl) benzene] sulf onyl] nethyl] bicyclo(4 . 1 . 0 
] heptane-2-carboxanide 

RL: PAC (Pharmacological activity)* SPN (Synthetic preparation)? THU 
(Therapeutic use); BIOL (Biological study)* PRE? (Preparation) I USES 
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(Uses) 

(drug candidate r prepn. of aryl-contg. N-cyanoal)cyl carboxaaidas as 

protease inhibitors) 
RN 530104-19-9 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanonethyl) -2- [ (phenylthio)mathyl]-, 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Ralativa staraochenistry. 




RN 530104-21-3 CAPLUS 

CN Cyclohexanecarboxamide, 2- [ [ (4-chlorophenyl) thio) mthyl] -N- (cyanomethyl) -, 
(lR,2R)-ral- (9CI) — ^(CA INDEX NAME) 



Relative stereochemistry. 




RN 530104-23-5 CAPLUS 

CN Cyclohexanecarboxamide. N- (cyanomethyl) -2-{ [ (3. 4- 

dichlorophenyl) thio] methyl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative staraochenistry. 



RN 530104-25-7 CAPLUS 

CN Cyclohexanacarboxanida, N- (cyanonethyl) -2- [ ( (4-nethylphanyl) thio] nathyl] -, 
• (lR.2R)-rel- (9CZ) (CA INDEX NAME) 

Relative stereochemistry. • 



Karen Cheng 
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RN S30104-27-9 CAPLUS 

CN CyelohaiiBntcarbosamid*. N- (cyanonethyl) -2-[ C (4-aetho«yphenyl) thlo] Mthyl] • 
, (1R,2R)t«1- (9CI) (OA INDEX NAME) 

Relative stereochenistry. 



RN 530104-28-0 CAPUiS 

CN CyclohexanecarboiiaAide, N- (cyanomethyl) >2-( ( (4- (4- 
BlorphoUnyl) phenyl} thlQjmethylJ (lR.2R)-rel- (9CI) (CA INDEX NAHB) 

Relative atereochemletry. 



RN 530104-30-4 CAPLUS 

CN Cyclohex a neca r box amide . 2-{C(4-(ace ty lani no) phe nyl ]thio]nethyl]-N- 
(cyanoMthyl)*, (lR,2R)-rel- (9CI) (CA INDEX NM(E) 

Relative stereochemistry. 
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^NHAc 



RN 530104-32-6 CAPLUS 

CN Cyclohexanecarboxamide, N> (cyanomethyl)-2-[{ (4-nitrophenyl) thio] methyl] - 
(lR,2R)-rel> (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



NC^ 



RN 530104-34-8 CAPLUS 

CN Cyclohexanecarboxamide, N- (cyanoaethyl) -2- ( I (4^ (1, l- 
dimethyl«thy^^phenylJ thiolmethyl)-, (lR.2R)yel- (9CI) (CA INDEX HAHE) 

Relative stereochemistry. 




RN 530104-36*0 CAPLUS 

CN Cyclohexanecarboxanide, N-(cx:$nomethyl)-2-[[(4- 

(trifluoromethyl) phenyl] thi^methyl)-, (lR,2R)-rel- (9CI) (CA INDBC NAHB) 

Relative stereochemistry. 
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RN 530104-42-8 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanomethyl) -2- [ [{4'- (1-piperazinyl) [1,1*- 
biphenyl]-4-yl}thio) methyl]-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN S30104-4S-1 CAPLUS 

CN Cyclohexanecarboxamide, 2- [[(4-bromophenyl)sulfonyl] methyl] -N- 
(cyanonethyl)-, (lR,2R)-rel- (9CI) (CA INDEX NAHS) 

Relative stereochemistry. 




RN 530104-47-3 CAPLUS 

CN cyclohexanecarboxamide, N-(cyanoawthyl)-2-[[(4-(4- 

morphoUnyl) phenyl] sulfonyl] methyl)-, (lR,2R)-rel- (9CI) (CA INDEX NAHS) 

Relative stereochemistry. 



/ 
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RN S30104-49-S CAPLUS 

'CN cyclohexanecarboxamide, N- (cyanomethyl) -2- [ (phenylsulfonyl) methyl] 
/ (lR,2R)-rel- (9CI) (CA INDEX NAME) 

/ Relative stereochemistry. 




RN 530104-51-9 CAPLUS 

CN Cyclohexanecarboxamide, 2- ([(4-chlorophenyl) sulfonyl] methyl] -N- 
(cyanomethyl)-, (lR,2R)-rel- (9CI) (CA INDEX NAHE) 




RN 530104-53-1 CAPLUS 

CN Cyclohexanecarboxamide, N-(cyanomethyl}-2-[ [ (3, 4- 

dichlorophenyl) sulfonyl] methyl)-, (lR.2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Karen Cheng 



10560672restrict 

Lll ANSWER 3S OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




Lll ANSWER 35 OF 70 CAPLUS COPYRIGHT 2007 ACS on STn/ (Continued) 



Is] " 



RN 530104-55-3 CAPLUS 

CN Cyclohexanecarboxaoide, N- (cyanomethyl) -2- [ [ (4- 
mftthylphenyi) suXfonyllmethyi} (lB,2R)-cel- (9CI) (CA INDEX NAME) 

Relative stereocheoistry. 




RN S30104-S7-S CAPLUS 

CN Cyclohenanecatboxamide, N-(cyano»ethyl)-2-(( (4* 

metha«yphenyl)9ulfonyll methyl]-, (lR,2R)-ral- (9CI) (CA INDEX NAHE) 

Relative, stereochemistry. 




RN 530104-59-7 CAPLUS 

CN Cyclohexanecarboxsmlde, 2- [[ (4-bromophenyl)9ulfinyll methyl] -N- 
(cyanomethyl)-, (lR,2R)-rel- (9CI) (CA INOSC NAHE) 

Relative eteceochemietcy. 
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RN S30104-71-3 CAPLUS 

CN CyclohexanecarbOKamide, 2- [[ [4-{ [2-[ [ (2-chlocophenyl) methyl) amino] -2- 

oxoethyl) thiol phenyl) sulfonyl] methyl] -N-(cyanonettiyl)-, (lR,2R)-rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemiatry. 



CI o 

RN 530104-73-5 CAPLUS 

CN Cyclohexanecarbosamide. N-(cyanonel 
methOKyphenyl) methyl] amino] -2-oxoel 
(lR,2R)-rel- |9CX) (CA INDEX 



Relative stereoehemietry, 




-2-tCE4-(t2-([(4- 
thio] phenyl] sulf onyl] me thyl] - 




RN 530104 -74 -6 CAPLUS 

CN CyclohexanecarboKamide, 2-[[[4-([2-[[ (4-chlorophenyl)methyl]amino]-2- 

oxoathyl] thlo] phenyl] 9ulfonyl)methyl] •N- (cyanomethyl) (IR, 2R) -rel- (9CI ) 

(CA INDEX nms.) I 

Relative stereochemlstty. 



RN 530104-61-1 CAPLUS 
CN Acetic acid, [(4-{[( (lR,2R)-2-[((<^anomathyl)afflino]carbonyl]cyclohe>yl)met 
hyl]sulfonyl) phenyl] thlo]-, ethyl ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 





530104-67-7/ CAPLUS 
CN CyclohexaoecarbOKanide, N-(cyanonethyl)-2-[[(4-[[2-oxo-2-( (4- 

pyridinylmethyl) amino] ethyl] thio] phenyl] sulf onyl] methyl] -, (IR. 2R) -rel- 
(9CI) y(CA INDEX NAME) 

RelativeyStereochenistry. 



530104-69-9 CAPLUS 

Cyclohexanecacboxaaide, N- (cyanomethyl) -2-[ ( [4-[ (2-o«o-2- [ (2- (2- 
thienyl) ethyl] amino] ethyl) thio] phenyl] sulf onyl] methyl] (IR. 2R) -cel- 
(9CI) (CA INDEX NAME) 

Relative stereochemiatcy. 
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RN 530104-76-8 CAPLUS 
CN Cycloheaanecarboxaaide, N-(cyanomethyl)-2-[ [ [4-1 [2-[ [ [3- 

(dimethylamino) phenyl] methyl] amino] -2-oKoethyl] thio]phenyl] sulfonyl] methyl 
)-, (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 530104-78-0 CAPLUS 

CN CycloheKanecarboxamide. N- (cyanomethyl) -2- { [(4- [ [2-oxo-2-t 4- (4-pyridinyl) - 
1-piperazinyl] ethyl] thio] phenyl] sulfonyl] methyl]-, (lR,2R)-rel- (SCI) (CA 
INDEX NAME) 

Relative stereochemistry. 



a' 




RN 530104-80-4 CAPLUS 

CN CyclohexanecartMX amide, N-(cyanomethyl) -2-( [ [4-[ [2-oxo-2-[{l- 

(phenylraethyl) -4-piperidinyl} amino] ethyl] thio)phenyl] sulfonyl) methyl] - 
(lR,2R)-reI- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Karen Chefig 



10560672restrict 
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Relative stereochemistry. 



a 




RN 530104-84 -8 CAPLUS 

CN Cyclohexanecarboxandde. N- (cyanoDethyl)-2-[ [ [4-{ (3- 

hydroxypropylUhio] phenyl) 8ulfonyl)Mtbyl}-, (lR,2R)-rel- (9CX) (CA INDEX 
NAHE) 

Relative stareocheaistry'. 




RN 530104-86-0 CAPLUS 

CN Cyclohe»anecacboxaadde, N-(cyanoBethyl)-2-[{(4- 

<Dethylthio)phenyl] thiol methyl]-, (lR.2R)-ral- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 530104-86-2 CAPLUS 

CN CycloheKanecarboxamlde, N- (cyanomethyl) -2- [ [ (4-hvdroxyphenyl) thio]methyl] 
, (lR,2R)-rel- (9CI) (CA INDEX NAME) 
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RN 530104-91-7 CAPLUS 

CN Cyclohexanecarboxamlde, N- (cyanomethyl) -2- ([ (4- [ (4- 

mercaptophenyDthlo] phenyl] thio] methyl]-, (lR,2R)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



RN 530104-96-2 CAPLUS 

CN cyclohexanecarboxamlde, N- (cyanomethyl) -2-( ( (4-[ (2- 

furanylmethyl)thio]phenyl]sulfonyl] methyl]-, (lR,2R)-rel- (9CI) (CA INDEX 
. . NAME) • ., . • , ■ • . 

Relative stereochemistry. 



RN 530104-99-5 CAPLUS 

CN Cyclohexanecarboxamlde. N- (cyanomethyl) -2- {( {4- { [2- [ {2- (4- 

morpholinyl) ethyl] amino] -2-oxoethyl] thio]phenyl] sulfonyl) methyl] - 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Lll ANSWER 35 OP 70 CAPLUS COPYRIGHT 2007 ACS on STN (ConUnued) 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C-C02H 
7 



BN 530105-06-7 CAPLUS 

CN Cyclohexanecarboxamlde, N- (cyanomethyl) -2- {[(4- ((2-oxd-2- (3- 

pyridinylamino) ethyl] thio) phenyl] sulfonyl] methyl] (IR, 2R) -rel-, 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

. CH 1 

CRN 530105-05-6 

CMF C23 H26 N4 04 S2 

Relative stereochemistry. 




C« 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 
I 

F-^C02H 
F 



RN 530105-10-3 CAPLUS 

CN Cyclohexanecarboxamlde, N- (cyanomethyl) -2-( [ [4-[ [2-(4- (1-methylethyl) -1- 
piperaxinyl] -2-oxoethyl] thio] phenyl] sulfonyl] methyl] (IR, 2R) -rel- (9CI ) 
(CA INDEX NAME) 

Relative stereochemistry. 



Karen Cheng 



10560672restrict 
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(CA INDEX NAHE) 

Relative stereocheaiatry. 




\ 
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OTHER SOURCE (S) : KARPAT 138:24952 

AB Novel nitrile compds. YC02CR2R3C(:X)NB6CR4R5CN [Y - Rl, RIO, RIS, R12N, 
R13C, where Rl - H, (un) substituted (cyclo) alkyl, aryl. benzyl, 
tetrahydronaphthyl, indenyl, Indanyl, alkylsulfonylalkyl, 
cycloalkylsulfonylallcyl, aryleulfonylalkyl, hetarocyclyl, or hateroaryl* 
R2-R5 - H, (un) substituted (cyclo) alkyl. aryl, etc. or CR2R3 and CR4R5 nay 
form rlngsi R6 - R, OH, or (cyclo) alkyli X - O or S (with provisos)} or 
their pharraaceutically-acceptable derivs. were prepared as reversible 
Inhibitors of cysteine proteases such as cathepsin X, S, F, L and B for 
treating diseases and pathol. conditions enacerbated by these proteases 
such as osteoporosis, rheumatoid arthritis, multiple sclerosis, asthma and 
other autoimmune diseases, Alzheimer's disease, and atherosclerosis. 
Thus, morphollne-4>carboHylic acid 1>[ ( (benzyloxymethyl)cyanomethyl]carban 
oyl] -3-methylbutyl ester vae prepared from N- (tert-butosycarbonyl) -0-benzyl- 
L-serlne. 2-Hydroxylsocaprolc add. and 4>morpholinecarbonyl chloride. 

IT 47B279-63-9P 478279-64-OP 47B279-65-1P 
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478279-67-3P 478279-68-4P 478279-69-SP 

478279-74-2P 478279-75-3P 478279-76-4P 

478279-77-5P 47a279-78-6P 478279-79-7P 

478279-86-6? 478279-87-7P 478279-88-8? 

478279-89-9P 478279-90-2P 478279-91-3P 

478279- 92-4P 478279-93-5P 478279-95-7P 

478280- 08-9? 478280-09-0? 478280-10-3? 
47B280-17-0P 478280-18-lP 478280-19-2P 
47B2B0-25-0P 478280-32-9P 478280-33-OP 
4782B0-39-6P 478280-40-9P 478280-41-0? 
478280-48-7P 478280-49-8? 478280-50-1? 

RL: PAC (Pharnacologicai activity) r SPN (Synthetic preparation); THU 
(Therapeutic use)i BIOL (Biological study) f PREP (Preparation)! USES 
(Uses) 

(prepn. of novel amino nitriles as reversible inhibitors of cysteine 
proteases) 
478279-63-9 CAPLUS 

4-Morphollnecarboxyllc acid, l-[ ( (3'-cyano-l-cycloheiyl-3- 
pyrroUdinyl) amino] carbonyl]cyclohe«yl ester (9CI) (CA INDEX NAME) 



N— ' 

6 



RN 478279-64-0 CAPLUS 
CN 4-HorphollnecarboKyllG^ acid. 1- [ { (3-cyano-l- (cyclohexylmethyl) -3- 
pyrrolldinyl]amino]cybonyl)cyclohesyl ester (9CI) (CA INDEX NAME) 




-1 /CAPLUS 

jlecarboKylic acid, l-( { (3-cyano-l- (phenylnothyl) -3- 
pyrrolMTnyl] amino] carbonyljcycloheicyl ester (9CI) (CA INDEX NAME) 




RN 4;rt279-67-3 CAPLUS 

CN y^-Morpholinecarboxylic acid, l-{[(4-cyano-l-(phenylmethyl)-4- 

^ pipe rldinyl] aid.no] carbonyl]cyclohexyl ester (9CI) (CA INDEX NAME) 



CH2-Ph 



Karen Cheng 



G 



10560672restrict 



0 
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RN 478279-68-4 CAPLUS 

CN 4-Norpholi.n«carbaxyXic add. (4-cyano-l-propyl-4- 
piperidlnyl)anlno]carbo^yl]cyclohaxyl astar (SCI) (CA INDEX NAME) 




478279-69-5 CAPLUS 
4-Horpholinttcarboxylic acid, l-( ( (4-cyano-l-lBethyl-4- 
plparidinyl)aftinQ)carbonyl]cyclohaxyl ester (9CI) (CA INDEX NAHE) 




RN /479279-74-2 CAPLUS 

^Carbanlc acid, (phenylmethyl) l-( ( |4-cyano-l-methyl-4- 
piperidinyl) afflino]carbonyl}cyclohexyl ester (9CI) (CA INDEX NAHE) 



Ph-CH2-NH-J-0 CN 



Lll ANSWER 36 OF 70 CAPLUS COPYRIGHT 2007 ACS on ! 
piperidinyl) amino) carbonyljcyclohexyl ester (9j 



(Continued) 
(CA INDEX NAHE) 



Ph-CH2-NH-C-0 



RN 478279-76-4 CAPLUS 
CN Carbamic acid, (phenylmethyl)/, l-{ [ [4-cyano-l- (phenylmethyl) -4- 
pipecidinyl) amino) carbonyljdrcloliexyl oster OCI) (CA INDEX NAHE) 



Ph-CH2-NH-( 



r 



M 
CN 



478279-77-5 

Carbamic acid, (phenylmethyl)-, l-[ [ [3-cyano-l- (phenylmethyl) -3- 
pyrroUdinyl] amino) carbonylJcycloheKyl aster (9CI) (CA INDEX NANS) 




47a279-T|j-6 CAPLUS 

Carbarn^ acid, (phenylmethyl)-, l-[ ( [3-cyano-l- (cyclohexylmethyl) -3- 
pyrrolddinyl) amino) carbonyljcyclohexyl ester (9CI) (CA INDEX NAHE) 



RN 478279-75-3 CAPLUS 

CN Carbamic acid, (phenylmethyl)-. 



(4-cyano-l-prppyl-4- 
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Ml 478279-B9-9 CAPLUS / 

ON Carbamlc add, 2-n8phthalenyl-/l-[[C3-cyano-l-(phenylmethyl)-3- 

pyccoUdinyl)aaino]carbonyl]G^clohei(yl ester (9CI> (OA INDEX NAME) 



/ 
N 



CN 



RN 4782'M<-90-2 CAPLUS 

CN Carbamic acid, 2-naphthaLenyl-, l-({{a-cyano-l- (cyclohexylnethyl) -3- 




RN 478279-91-3 CAPLUS 

CN Carbamic acid, 2-naphthalenyl-, {S-cyano-l-cyclohesyl^B- 
pyrroUdinyl) anino) carbonyl) eycloheayl ester (9CI) (CA INDEX NAME) 
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RN 478279-92-4 CAPLUS 

CN 4-HorpholinecatbOKyUc acid, l-(([3-cyano-l-( (4-fluoroph•nyl)Bethyl]-3- 




F 



RN 478279-93-5 CAPLUS 

CN 4-Morpholin«carboxyUc acid, l-[ [[3-cyano-l-{ (2,4-difluorophanyl)Mthyll-3 
pyrrolidinyl) amino] carbonyl]cycloheiiyl aster (9CI) (CA INDEX NANS) 




Karen Cheng 



10560672restrict 




(Continusd) 



methoKyphenyDnethoxy] ethyl] amino} carbonyl]cyclohexyl estoc- (9CI) (CA 
INDEX NAME) 




RH 478280-19-2 CAPLUS 

CN Carbamic acid, 2-naphtlial«nyl-, l-( [ [l-cyano•2- 
<ph•^vlBathoMy)«thyl)«llllno]carbo^yl]cyclohel[yl «9t«r {9CI) (CA INDEX 
NAME) 




(Continued) 



RN 478280-25-0 ' CAPLUS 

CN Benzoic acid, 4-[ [ [4> (phenylmathyl) -l-piperazinyl]carbonyl] amino] 

l-[ [ [l-cyano-2-(4-methyIphenyl)ethyl]ainino]carbonyl]cyclc^ntyl ester 
(9CI) (CA INDEX NAME) 
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Mf 479280-39-6 CAPLUS 

CN 2(lH)-l90quinolinec:arboxylic acidj. 3, 4-dihydco-, l-([[l-cyano-2- 

(phenylmathoKy) ethyl] amino] car^efiyl)cyclohexyl ester (9CI) (CA INDEX 
NAME) 
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RN 478280-49-8 CAPLUS 

CN Cacbamic acid, (phenylmethyl) -, 1- [ ( (l-cyano-3- 

phanylpropyl) amino] carbonyllcyclohexyl ester (9CI) (CA INDEX NAME) 



O- 



RN 478280-40-9 CAPLUS 

CN 2-Naphthalenecarboicylic acid, l-[.[[l-cyano-2-(phenylmethaxy)«thyl] amino] ca 
rbonyl] cyclohexyl ester (9CI)^(CA INDEX NAME) 



NH- CH- CHj- O- CH2- Ph 





I2-Ca2-Ph 



478280-5t>-l CAPLUS 

CarbamiJb acid, (phenylmethyl)-, l-[ [ [l-cyano-2- 
(phenylmathoKy) ethyl) methylamino] carbonyllcyclohexyl ester (9CI) (CA 
INDEX BAME) 



- (phenylmethoxy) ethyl] amino] carbonyl] cyclohes 
(CA INDin NAME) 




CH— CH2— O- CH2— Ph 



47B280-4B-7 CAPLUS 

Carbaraic acid, (phenylmethyl)-, l-(( [l-cyano-l-methyl-'^- 
(phenyl□ethoxy)ethylLpmino]carbonyl]cyelohalyI ester (9CI) 
NAME) 



0-C-NHyCH2-Ph 



T 

-|:-CH2-t>-CH2-Ph 
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2002:695723 CAPLUS 
137:232908 

Preparation of N-cyanomethyl amides as cathepsin 
cysteine protease inhibitors 

Prasit, Petpibooni Bayly, Christopher I ant Robichaud, 

Joel Stephanef Black, V. Cameroni Setti, Eduardo L.i 

Rydzewskl, Robert M.f Palmar, James T. 

Merck Frosst Canada t Co., Can.i PB Corporation (NY) > 

AXYS Pharm. Inc. 

PCT Int. kppl., 173 pp. 

CODEN: PIXX02 

Patent 

English 

I 



KIND DATE 
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uo 


2002069901 




A3 




20031030 
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, BB, 


BG, BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DX, DM, 


DZ, 


, EC, 


EE, ES, 


FI, 


GB, 


GD, GE, GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP. 


, KE, 


KG, KR, 


K2, 


LC, 


• LK. LR, LS, 




LT, 


LU, 


LV. 


MA, 


MD, 


MG, MK, 


KN, 


, MW, 


MX, M2, 


NO, 


NZ. 


CM, PH, PL, 
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RO, 
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SG, SI, 
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TN, 
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TT, TZ, UA, 




UG, 
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OTHER SOURCE(S): MARPAT 137:232908 

AB The invention relates to a novel class of compds. R5-(E)n-I^X- 

CR3R4O0NHCR1R2CN [Rl - H. (halo)alkyl, or (halo)allcenyl or R1R2C is a 
cyeloalkyl ring optionally substituted by alkyl, hydroxyalkyl, or halogeni 
R3, R4 > H, alkyl or alkenyl optionally substituted by cyeloalkyl or 
halogen or R3R4C is cyeloalkyl, cycloalkenyl or heterocyclyl optionally 
substituted by alkyl, halo, hydcoxyalJcyl, hydroxy, alkoxy, or keto; X - 
NH, NR6, NHS02, 0, CR7R80, OCR7Ra, CR7R8CR7R80, S, S02, CR7R8S, SCR7R8, 
CR7R8S02, S02CR7R8, CR7R8, CR7R8NR7, NR7CR7R8, vhere R6 - alkyl or R6 and 
R4 form a 4-12 membered heterocyclyl ring systea %rhlch is optionally 
substituted and R7, R8 H or alkyl; D, E > (un) substituted aryl, 
hetaroaryl, cyeloalkyl, or heterocyclylr n - 1>2( RS - H, alkyl, alkenyl, 
alkoxy, halo, nitro. cyano, amino, aryl, hetaroaryl, cyeloalkyl, 
heterocyclyl, C02H, oa, alkoxy, SH, sulfonyl groups, etc.] and their 
phamaceutically-acceptable salts and N-oxlde derivs. are cysteine 
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protease inhibitors and are useful for treating diseases in which 
inhibition of bone resorption is indicated, such as osteoporosis. Thus, 
C4H9N2-p-C6H4-p-C6H4-L-Leu-NHCH2CN (C4H9N2 - 1-piperazinyl) vas pcepd. 
from L- leucine, 1, 4-dibromobenzene, ami noacetonit rile hydrochloride, and 
4-[4- (tert-butoxycarbonyl) -l-piperazinyl]phenylboronic acid (prepn. 
given) . The product was used to prep, a phamaceutical compn. 
459160-60-2P 459161-54-7P 459162-03-9P 
459162-47-lP 459162-59-5P 459162-62-OP 
459162-63-lP 459162-64-2P 459162-67-5P 
459162-69-7P 4S9164-49-9P 

RL: PAC (Pharmacological activity)} SPH (Synthetic preparation)! TKU 
(Therapeutic use); BIOL (Biological study)} PREP (Preparation)! USES 

(Uses) 

(preparation of N-cyanomethyl amides as cathepsin cysteine protease 

inhibitors) 
459160-60-2 CAPLUS 

CycloheKanecacboxanide, N- (^i^anomethyl) -l-[(4'-(l-piperazinvl) {l,l'' 
biphenyl|-2-ylJthio]- (9q;Ff (CA INDEX NAME) 




RN 459161-54-7 CAPLUS 

CN , CyeloheHanecarbosamida, N-(cyanomethyl)-l-[(4.'-(4-ethyl-l-, . : 
piperazinyl)Il,l'-hiphenyll-4-yl] thiol- (9CI) (CA INDEX NAME) 




RN 4591^-03-9 CAPLUS 

necarboxaodde, N-(cyanomethyl)-l-{(4'-(l-plperazinyl) {1,1* 
lfphenyl]-4-yl]thio]> (9CI) (CA INDEX NAME) 
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"^^V-f^^^ I^NH 



NC-CH2-NH-C 



RN 459162-47-1 CAPLUS 
CN Cyclohexanecarboxamide,/l-[ (3-bromophenyl) amino] -N-(cyanonethyl)- (9CI) 
(CA INDEX NAME) 



CN Cyclohexanecarboxamide, N^cy9noioethyl)-l-{{4'-(l-piperazinyl) (1,1*' 
biphenyl] -3-ylJ thioj - (901) L(CA INDEX NAME) 




C-NH-< 



RN 4S9162-S9-S 

CN Cyclohcxanecarbj 

(CA INDEX name: 



tide, l-[(2-bcomophenyl)thio]-N-(cyanomethyl)- (SCI) 



a- 



NC-CH2-NH-C 



11 .rr 



459162-61^5 CAPLUS 
CyclohejAnecarboxamide, N- (cyanomethyl) -I- [ [4 • - (1-pipe razi nyl) ( 1 , 1 ' • 
biphenyl] -4-yl] amino]- (9CI) (CA INDEX NAME) 



Br II 
I C-NH-< 



459162-62/0 CAPLUS 
Cyclohexahecarboxamide, N- (cyanomethyl) -l-{[4*-(l-piperazinyl) 11,1* 
biphcnyl/-3-yl] amino)- (9CI) (CA INOSt NAME) 



NC-CH2-NH-C 
^ II 



459162-69-7 CAPLUS 

Cyclohexanecarboxamide, N- (cyanomethyl) -l-I [4 (1-piperazinyl) (1,1' 
biphenyl] -2-yl] amino]- (9CI) (CA INDEX NAME) 



RN 459162-63-1 CAPLUS 

CN Cyclohexanecarboxamide, 1- [ (3-bromophenyl) thlo] -N- (cyan< 
(CA INDEX NAME) * 



lethyl)- (9CI) 




459164-49-9 CAPLUS 

Cyclohexanacarboxanide, N- (cyanotaethyl) -l-{4-[2- (4-methyl-l-piperazlnyl) -< 
thiazolyl] phenoxy] - (9CI) (CA INDEX NAME) 



Karen Cheng 
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,Crt>a-P 



C-NH-CH2-CN . 



459164-76-2P 

RL: RCT (Reactant) ; SPN (Synthat^ preparation)! PREP (Praparatian) i RACT 
(Reactant oc reagent) 

(preparation of N^cyanooethyl amides as cathepain cystaina protease 

inhibitors) 
<59164-76-2 CAPUJS 
I'Piperazinecarboxylic acid/ 4-(2* - [ (1- ( [ (cyanomethyl) afflino]carbonyl)cyclo 
haityl]thio]Il,l'-biphanyl]/4-yl]-, tris(l-nethylethyl)silyl ester (9CI) 
(CA INDEX NAME) 
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2001:923748 CAPLUS 
136:53544 

P-amino acid nitrila derivs. useful for the 

treatment of diseases vhich are associated with cysteine 

proteases 

Gabrial, Tobias; Pech, Mlchaeli Rodriguez Sarmiento, 
Rosa Maria 

F. Hoffmann-La Roche A.-G., Svitz. 

PCT Int. ^1., 91 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



laND DATE 



UO 20010962BS 
V: AE, AL, 



Al 

AT, AU, 



CZ, OE, OK, EC, 
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SK, SL, TJ, 
RV; GH, GM, KE, 
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BJ, CF, CG, 
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CA 2410303 

EP 1294679 ' 

EP 1294679 

R: AT, BE, CH, 
IE, SI, LT, 

BR 2001011733' 

HU 200300896 
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JP 3B72427 
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MX 2002PA12253 
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MARPAT 136:53544 
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IT. LU. HC, NL. 
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AB Compds. of formula I (Rl • H, aryl, C(0)Ra, or S02Rb (Ra - lower alkyl. 

lower- altcoxy, cycloallcyl, cycloalkyl-loiirer-alkyl, cycloalkyl-lower alkoxy, 
cycloalkoxy. aryl, aryloxy, etc. i Rb - aryl. aryl- lower- alkyl, or 
heteroaryDi R2, R3, R4 - H or lower-alkyli R5 - H, lower-alkyl. 
cycloalkyl, or aryli n - 1,2} were prepared. Thus, 
aR,2R»-(2-{(S)-[cyano(3- 

hydroxyphenyl) methyl] carbamoyDcyclohexyDcarbanic add benzyl ester (XI) 
was produced from ( IR, 2R) -2-benzyloMycarbonylaminocyclohexane carboxylic 
acid and (S) -2-amino-2- (3-hydroxyphenyl) ace ton! t rile. II was assayed 
against cathepsins X, S, L, and B and the inhibitory activity (IC50) was 
determined to be 0.005. >10. 4.7, and 4.6 mMo1/L, reap. The compds. and 
pharnaceutically acceptable salts and/or phansaceutically acceptable 
asters thereof are useful for the treatment of diseases which ace associated 
with cysteine proteases such as osteoporosis, osteoarthritis, rheumatoid 
arthritis, tumor metastasis, glomerulonephritis, atherosclerosis. 
D/ocardial infarction, angina pectoris, instable angina pectoris, stroke, 
plaque ruptuce, transient ischemic attacks, amaurosis fugax, peripheral 
arterial occlusive disease, restenosis after angioplasty and stent 
placement, abdominal aortic aneurysm formation, inflammation, autoimmune 
disease, malaria, ocular fundus tissue cytopathy and respiratory disease. 
A discussion of pharmaceutical compns. is also included. 
IT 381241-01-6P 

RLt PAC (Pharmacological activity)! RCT (Reactant) f SPN (SyntheUc 
preparation); THU (Therapeutic use) i BIOL (Biological sttidy) i PREP 
(Preparation); RACT (Reactant or reagent) ; USES (Uses) 

(preparation of beta-amino acid nit rile derivs. useful for the treatment 



of 



diseases which are associated with cysteine proteases) 
381241-01-6 CAPLUS 

Carbamic acid. [2-[((cyanocyclopropylmethyl)aaino]carbonyl}cyclohe]tyl]-, 
phenylmethyl ester (9CI) (CA INDEX NAME) 



Ph-CH2-0-C-HH 
II 



381239-09-4P 
381239-15-2P 
381239-22-lP 
381239-27-6P 
381239-31-2P 
381239-37-8P 
381239-40-3P 
381239-44-7P 
3ai239-47-0P 
381239-50-5P 
3ai239-53-ap 
381239-56-lP 
381239-59-4P 
381239-62-9P 
381239-65-2P 
381239-68-5P 
381239-71-OP 
3ai239-74-3P 
381239-77-6P 
381239-80-lP 
381239-e3-4P 
381239-90-3P 
381239-94-7P 

381239- 97-OP 

381240- 00-2P 
381240-03-5? 
381240-07-9P 
381240-10-4P 
381240-14-8P 
381240-17-lP 
381240-20-eP 
381240-23-9P 
381240-26-2P 
381240-30-BP 
381240-34-2P 
381240-39-7P 
381240-45-5P 
381240-4B-8P 
381240-52-4P 
381240-S6-eP 
381240-S9-1P 
381240-62-6? 
381240-65-9P 
381240-68-2P 
381240-71-7? 
381240-74-OP 
381240-77-3P 
381240-81-9P 
381240-84-2P 
381240-87-5P 



'X) 



381239-10-7P 
381239-17-4P 
381239-24-3? 
381239-29-8P 
381239- 33-4P 
381239-38-9P 
381239-41-4? 
381239-45-8P 
381239-48-lP 
381239-S1-6P 
381239-54-9P 
3B1239-57-2P 
381239-60-7? 
381239-63-0? 
381239-66-3? 
38i239-69-6P 
381239-72-lP 
361239-75-4P 
381239-78-7? 
381239-81-2? 
381239-87-8? 
381239-92-5P 
381239-95-8P 

381239- 98-1? 

381240- 01-3? 
381240-04-6? 
381240-08-0? 
381240-12-6? 
381240-15-9P 
381240-18-2P 
381240-21-7? 
381240-24-OP 
381240-27-3? 
381240-32-0? 
381240-36-4? 
381240-41-1? 
381240-46-6? 
381240-49-9? 
381240-54-6? 
3B1240-57-9P 
381240-6O-4P 
381240-63-7? 
381240-66-0P 
381240-69-3? 
381240-72-8? 
381240-7S-1P 
381240-79-5? 
381240-82-0? 
381240-85-3? 
381240-88-6? 



381239-12-9? 
381239-19-6? 
381239-26-5P 
381239-30-1? 
381239-35-6? 
381239-39-OP 
381239-43-6? 
381239-46-9P 
381239-49-2? 
381239-52-7? 
381239-55-0? 
381239-5B-3P 
381239-61-8P 
381239-64-lP 
381239-67-4? 
381239-70-9? 
381239-73-2? 
381239-76-5? 
381239-79-BP 
381239-82-3? 
381239-89-OP 
381239-93-6P 
381239-96-9P 

381239- 99-2P 

381240- 02-4? 
381240-05-7? 
381240-09-lP 
381240-13-7? 
381240-16-0P 
381240-19-3? 
381240-22-8? 
381240-25-1? 
381240-28-4P 
381240-33-lP 
381240-37-5P 
381240-43-3P 
381240-47-7P 
381240-50-2? 
381240-55-7P 
381240-58-0? 
381240-61-5P 
381240-64-8? 
381240-67-1? 
381240-70-6P 
381240-73-9? 
381240-76-2? 
381240-80-8? 
381240-83-1? 
381240-86-4? 
381240-89-7P 
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381240-90-OP 391240-91-lP 381240-92-2P 
3B1240-93-3P 3B12<0-94-4P 381240-95-5P 
391240-96-6P 381240-97-7P 381240-9B-eP 
3B1240-99-9P 

RL: PAC <Pharnacolo9ical activity) i 5PN (Synthetic preparation) ; THU 
(Therapeutic use) > BIOL (Biological study)) PREP (Preparation) » USES 
(Uses) 

(prepn. of beta-amino acid nitrile derivs. useful for the treatment of 
diseases vhich are assocd. with cysteine proteases) 
RN 381239-09-4 CAPLUS 

Of Carbanic acid, niR'2S)-2-[[[cyano(3,4-diinethoxyphenyl}methyl]amino]carbon 
yDcycloheiryll-, phenylmethyi ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochealstcy. 




OHe 



OHe 



RN 381239-10-7 CAPLUS 

CN Carbaraic acid, [ (IR, 2S) >2- t { (cyanophenylmethyl) amino] carbonyl) cyelohexyl] - 
, phenylnethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochenlstry. 




RN 381239-12-9 CAPLUS 

CN Cyclohexanecarboxanide, 2-tI (4-chlocophenyl) sulf onyl) amino) -N- [cyanoO- 
hydroxyphanyDmothyl] (lR,2R)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CN Cyclohtfianecarbojianide,. N-[cyano(3,4>dlaethOHyphenyl)methyll-2-( [ (2E) -1- 
oxo-3^henyl-2-propenyl] aaino] {lR.2S)-rel- (9CI) (CA INDEX NAME) 

Rela ti ve^ te r e ochemi 3 1 ry . 
Double iMnd geometry as shokm. 



/ ° 

PI* ^'''-^ NH 0 CN 

OHe 



RN 381239-19-6 CAPLUS 

CN Carbanic acid, [ (1R,2R) -2-[ ([ (S) •cyano( 3- hydrosyphenyl) methyl] ami no] carbon 
yllcycloheiiyl]-, phenylswthyl ester (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




RN 381239-22-1 CAPLUS / 
CN Carbamlc acid, [ (1R,2R) -2-( [{ (S)-cyanqphcnylaethyl] amino] ca^onyl]eyclohes ■ 
yl]-, phenylmethyi aster (9CI) (CA INDEX NAME) / 

Absolute stereochemistry. / 




RN 381239-24-3 CAPLUS | 
CN Carbamlc add, [2-l(( (S)-cyanophenylmethyl]amino]carbonyl]cycloheiiyl)-, 
phenylnethyl ester (9CI) (CA INDEX NAME) • 

Absolute stereochemistry. 




RN 381239-26-5 CAPLUS 

CN Carbamlc acid. ( (IR, 2S) -2-[[[cyano(2. 4-dimethoxyphenyl)methyl)amino]carbon 
yl]cyclohejfyl]-. phenylmethyi ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 381239-27-6 CAPLUS 

CN Carbamlc acid, [ (IR, 2R) -2-( [ (l,3-ben^odioxol-S- 
ylcyanomethyl) amino]carbonyl)cycloheityl] phenylmethyi ester, rel- (9Ct) 
(CA INDEX NAME) 

Relative stereochemistry. 




RN 381239-29-6 CAPLUS 

CN Carbamic acid, [(lR,2S)-2-[([cyano(3-hydroKyphenyl) methyl] amino] carbonyl]c 
yclohexyl)-, phenylmethyi ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 381239-30-1 CAPLUS 

CN Carbamic acid, [ (IR. 2R) -2- ( ([cyano (3-hydroxyphenyl) methyl] amino] carbonylje 
ycloheayl]-, phenylmethyi ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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NH2 O CN 



AN 381240-99>9 CAPLUS 

CN Benzamide. N- [ <1R, 2S) -2- [ [ (cyanocyclopropylme thyl) amino) carbonyl) cycloheny 
l]-3,4.5-triinathoiiy-, ral- (9CI) (CA INDEX NAME) 

Relative ater«och«Bistry. 



w9 




IT 3812U-15-2 381241-18-5 381242-00-8 
381242-06-4 

RL: RCT (Reactant) i RACT (Reactant or raagent) 

(preparation of. beta-amino acid nitrile derivs. useful for the tceataent 

of 

diseases which are associated with cysteine proteases) 
RK 381241-1S-2 CAPLUS 

CH CycloheKanecarbosamide, 2-anino-N-[cyano<3, l-diBethoxyphenyl)fflethyl]-, 
(lR,2S)-rel-, mono(trifluoroacetata) (9CI) (CA INDEX NAME) 

CM 1 

CRN 381241-14-1 
CMF C17 H23 N3 03 

Relative stereochemistry. 



CRN 76-05-1 
CMF C2 H F3 02 



I 

F-C-C02H 
F 

RN 381241-16-5 CAPLUS 

CN Cycloheaanecarboxamide, 2-araino-N- (cyanophenylnethyl) (lR,2S)-rel-, 
Bono(trifluoroacetate) (9CI) (CA INDEX NAKE) 



CRN 381241-17-4 o 
CMF C15 R19 N3 O 



Relative stereochemistry. 



NH2 

6 



O Ph 



CRN 76-05-1 
CMF C2 H F3 02 
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-r 



RN 381242-00-8 CAPLUS 

CN CyclohexanecarboMamide, 2-amino-N- (cyanocycloprc^lmethyl) 
(9CI) (CA INDEX NAKE) 

Relative stereochemistry. 




381242-06-4 CAPLUS 

Cycloheaanecarbosamide. 2-8Bino-N- (cyanocyclopropylmethyl) - 
■onoacetate (9CI) (CA INDEX NAME) 



CRN 381242-05-3 
CMF C12 H19 N3 0 
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diseases vhlch are assocd. vith cysteine proteases) 
381241-04-9 CAPLUS 

Cyclohexanecarboxamide, 2-amino-N-(cyanocyclopropylnethyl) monoacetate 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 381241-03-8 
CMF C12 H19 N3 O 



CRN 64-19-7 
CMF C2 H4 02 



0 

II 

HO— C— CH3 
REFERENCE COUNT: 



Relative stereochemistry. 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




CRN 64-19-7 
CMF C2 H4 02 



0 

II 

HO-C-CH3 



381241-04-9P 

RL: RCT (Reactant) f SPN (Synthetic preparation)! PREP (Preparation)) RACT 
(Reactant or reagent) 

(preparation of beta-araino acid nitrile derivs. useful for the treatment 



l^aren Cheng 



10560672restrict 



Lll ANSWER 39 OF 70 CAPLUS COPYRIGOT 2007 ACS on STN 



ACCESSION NUMBER: 
OOCUMEMT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S)t 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUN. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2001:851106 CAPLUS 
135:371998 

Preparation of N-substltuted pcpcidyl nitriles as 
cystalna cathapsin inhibitors 
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Leslie Vightoni Togmtasi. Ruben Albertoi Van Duzer, 

John Henry 

Novartis A.-G., Svitz.f Novartis-Erflndungen 
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PCT Int. Appl., 69 pp. 

CODEN: PIXXD2 

Patent 

Eng'llsh 



KIND DATE 
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2001087828 
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20011122 




VO 2001- 


EP5463 




20010514 
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T 




20050915 




AT 2001- 


977958 




20010514 


ES 


2249482 






T3 




20060401 




ES 2001- 


1977958 




20010514 


US 


2003158256 




Al 




20030821 




US 2002- 


275583 




20021107 


US 


6B 12237 






B2 




20041102 













PRIORITY APPLN. INFO.: 



US 2000-204217P 
tfO 2001-EP5463 



20000S15 
20010S14 



(S): HARPAT 135:371998 

Peptldyl nitriles R1NHCR2R3CONHCR4R5CN (Rl is (bi)aryli R2 is 
(bi)aryl-lotfer alkyl, benzo-fused cycloalkyl, (bi)cycloal)cyl>lower alkyl, 
arylony-lower alkyl, or aryl-C2-C7-allcyl In which C2-C7-alkyl is 
interrupted by Y (Y is O. S. SO. S02, CO, NH or alkyliiaino) i R3 is H or 
lover alkyl or R2 and R3 combined are C2-C7-alkylene or -alkylene 
interrupted by Y; R4 is H or lower alkyl; R5 is H, optionally svibstituted 
lower alkyl, {bi) aryl-lower alkyl, (bi) cycloalkyl-l<}wer alkyl, 
arylojty-lower alkyl, or aryl-C2-C7-alkyl in which C2-C7-alkyl is 
interrupted by Y] or their phariaaceutically acceptable salts were prepared 
as cysteine cathepsin inhibitors. Thus, N> [2- (3-carbo]iy-4- 
fluorobenzyloxy) -I (S)-cyanoethyl] -3-inethyl-Na-phenyl-L- 
phenylalaninamide vas prepared by condensation of (S}-2-atnino-3-[3-[ [2- 
(trimathylsilyl) ethosy] carbonyl] -4-f luorobenzyloxy)propionitrlle with 
N«-phanyl-3-«wthyl-L-phanylalanin« (syntheses given), followed by 



(Continued) 
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ester cleavage. 
374119-63-8P 

RLt BAC (Biological activity or effector, except adverse) r BSU (Biological 
study, unclassified); SPN (Synthetic preparati:{>n} ; TKU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation^/^USES (Uses) 

(preparation of N-substituted peptidy,)/nit riles as cysteine cathepsin 

inhibitors) 
374119-63-8 CAPLUS 

Benzoic acid, 3- [[ (2R) -2-cyano-2-LMl-(phenylaBino)cycloheifyl) carbonyl) a 
no}ethoxy]iBethyl]- (9CI) (CA IfXfEX NAME) 

Absolute stereochemistry 




THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 
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2001:833854 CAPLUS 
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Preparation of succinic acid di amides as cysteine 
protease inhibitors 

Bckkali, Younasi Batagerl, Rajashchari Enaanuel, 
Michel Joset Hickey, Eugene Richard; Liu, Veioin; 
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USA 
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DOCUMENT TYPE: 


Patent 










LANGUAGE: 


EngUsh 








FAMILY ACC. NUM. COUNT: 


2 . 










PATENT INFORMATION: 












PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 2001041700 


Al 


2001111S 


US 2001-862674 




20010522 


US 6313117 


Bl 


20011106 


US 2000-627869 




20000728 


US 2003087939 


Al 


20030S08 


US 2002-278546 




20021023 


US 6649642 


B2 


20031118 








PRIORITY APPLN. INFO.: 






US 1999-146647P 


P 


19990730 








US 2000-627869 


A2 


20000728 








US 2001-862674 


Al 


20010522 
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O, S] , were prepd. as inhibitors of cysteine proteases such as cathepsins 
B. F. K, L. and S in the treatment of autoiocajne diseases, Alzheimer's 
disease, and atherosclerosis. Thus, (R) -2-cyclohexylmethyl-4-morpholin-4- 
yl-4-oxobutyric acid (prepn. given) in DMF at 0* was treated %fith 
EOC, 1-hydroxybenzotriazole. 0-benzyl-L-serinaraide.HCl, and 
N-methylfflorpholine followed by stirring overnight to give 
N- (2-benzyloxy-l-carbaaoylethyl) -2-cyclobexylmethyl-4-morpholin-4- 
yloxobutyr amide. The latter was stirred 1 h with cyanurlc chloride in CNF 
at 0' to give title compd. (II). I inhibited cathepsin 5 with 
IC50£ 100 mM. 

IT 324795-10-OP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of succinic acid diamides as inhibitors of cysteine 
proteases 

(cathepsins) in the treatment of autoimmune diseases, Alzheimer's 
disease, and atherosclerosis) 
RN 324795-10-0 CAPLUS 

CN eye lohexanecarbos amide. N- [ (jLB).-V-uy Jno=2- (pliunylnethosy) ethyl] -2- (4- 
norpholinylcarbonyl)j;^(M:iT' (CA INDEX NAME) 

Absolute sterei 



OTHER SOURCE (S) : 



HARPAT 135:371749 



R5 r4 



r3 r2 ^ r7 r6 I 






O*^ ^Ph II 



Title compds. [I; A - CO, R80CHt Rl - (substituted) alkyl, cycloalkyl, 
aryi, heterocyclyl. heteroaryl, amino; R2 - H, alkyl, OH. alkoxy; R3, R4 • 
H, alkyl; R5 - H. alkyl, cycloalkyl. aryl, heterocyclyl, heteroaryl; R6 - 
H, alkyl optionally Interrupted by 1-2 N, O, Si R7 - H, alkyl, alkyl 
interrupted by 1-2 N, 0, S, cycloalkyl, aryl, heterocyclyl, aryl, 
heteroaryl, cyano; R6R7 - atoms to form a 4-7 ncmbered heterocyclic or 
carbocyclic ring; RS - H, alkyl, cycloalkyl, cycloalkylalkyl, aralkylf X > 



.1/ 
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cysteine proteases) 
331280-90-1 CAPLUS 
Cacbaiaic acid, ( (3>cyano-l--(pheny: 
pycrolidinyl] aoino] carbonyl] cycloheKylj 
(CA INDEX NAME) 



;hyl)-3- 

l,l-dlB8tliylethyl ester <9CI) 



NH 
I 

NH- jp OBu- 1 



331280-92-3 CAPLI 

Carbaaic acid, u-[[(3-cyano-l-(phenylnethyl)-3- 
pycrolidlnyl) amino) carbonyl} cyclohexyl] phenylnathyl ester (9CI) 
INDEX HMtE) 



r 



f NH-C-0-CH2-Ph 



1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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R< r5 



o 





REFERENCE COUNT: 



2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT . 



0^ ^Ph II 



AB Title coapds. [Ii A - 00. R80CHf Rl - (substituted) alkyl. cycloalkyl, 

aryl, heterocyclyl, heteroaryl, amino; R2 - H, alkyl, CH. alkoxyi R3, R4 > 
H, alkyli RS - H, alkyl, cycloalkyl, aryl, heterocyclyl, heteroaryl* R6 - 
H, alkyl optionally interrupted by 1-2 N, O, S> R7 - H. alkyl, alkyl 
interrupted by 1-2 N, O, S, cycloalkyl, aryl, heterocyclyl, aryl, 
heteroaryl. cyanoi R6R7 - atoms to form a 4-7 menbered heterocyclic or 
carbocyclic ring; R8 - H. alkyl, cycloalkyl, cycloalkylalkyl, aralkyl; X - 
0. S] , vere prepared s inhibitors of cysteine proteases such as cathepsins 
B, F, X, L, and S in the treatment of autoimmune diseases, Alzheimer's 
disease, and atherosclerosis. Thus, (R) -^-cyclohexylmethyl-4-morpholin-4- 
yl-4-oxQbutyric acid (preparation given) in DMF at 0' vas treated with 
EDC, l-hydroxybenzotriazole, O-benzyl-L-serinanide, and N-methylmorpholine 
folloved by stirring overnight to give N-(2-benzyloxy-l-carbamaylethyl)-2- 
cyclohexylaethyl-4-morpholin-4-yloxobutyramide. The latter was stirred 1 
h with cyanuric chloride in OHF at 0* to give title compound (XX) . I 
inhibited cathepsin S with IC50S 100 mM. 

IT 324795-10-OP 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)] SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (PreparaUon) i USES (Uses) 

(preparation of succinic acid diamides as inhibitors of cysteine 
proteases 

(cathepsins) in the treatment of autoimmune diseases, Alzheimer's 
disease, and atherosclerosis) 
RN 324795-10-0 CAPLUS 

CN Cyclohexanecarboxamide, N- [ (IR) -l-cyano-2- (phenylmethoxy) ethyl] -2- (4- 
BOrpholinylcarbonyl) - (9CI) (CA INDEX NAME) 

Absolute stareochenistry. 
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US 2000-189694P 




P 20000315 



1 ^ . 

EtO'-^N"''^ 




The title conpds. and their phacnaceutically acceptable salts, N^osides, 
prodrugs, protected derivs., or isomers thereof vere prepared as cysteine 
protease inhibitors. For exanple, stirring a solution of 
4- (2- (l-tert-butoicycarbonylpiperldin-4-ylamino) thlazol-4-yl] benzoic acid 
(preparation given) and the MeS03H salt of 2S'ainino-N-cyanomathyl-4- 
Dethylpentanamide overnight at room temperature vith PyBOP and 
diisopropylethylamine in OMF, folleved by conversion to the Et ester, 
yielded I (771) . Test cosqpds. inhibited cathepsin B, K. L, and S (no 
data) . The invention compds. and compns. with a bisphosphonic acid and/or 
an estrogen receptor agonist are claimed for treating osteoporosis in 
post-menopausal women (no data) . 
294622-49-4P 

RLi RCT (Reactant)i SPN (Synthetic preparation)! PREP (Preparation)! RACT 
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(Reactant or reagent) 

(ihteraedlate; prepn. of N-thi«zolylbenzoyl-N-cyanomethyl-L< 
leucinamides and analogs as cysteine protease inhibitors for treatment 
of osteoporosis) 

294622-49-4 CAPLUS 

Cyclohexanecarboxaraide, l>afflino-N-(cyanomethyl) monomethanesulfonate 
(9CI) (CA INDEX NAHE) 



CM 



CRN 
CHF 



1 



225122-32-7 
C9 HIS N3 O 



NH 



NH2 

jj;-NH-CH2-CN 



75-7S-2 
C H4 03 S 



IT 294622-80-3P 294622-81-4P 294622-98-3P 

294622- 99-4P 294623-09-9P 294623-10-2P 

294623- 30-6P 294623-33-9P 294623-3S-1P 
294623-36-2P 294623-49-7P 361519-34-8P 
361519-47-3P 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified) J SPN (Synthetic preparation)! THU (Therapeutic use)f 
BIOL (Biological study) t PREP (Preparation)* USES (Uses) 

(preparation of N-thiazolylbenzoyl*N-cyanamethyl-L-leucinaAides and 

analogs 

as cysteine protease Inhibitors for treatment of osteoporosis) 
RN 294622-B0-3 CAPLUS 

CN Benzamide, N- [1- [ ( <4-cyanotetrahydro-2H-pyran-4- 

yl) amino) carbonyl] cyclohexyl] -4-12- (4-raethyl-l-piperazinyl)-4-thiazolyl] - 
(9CI) (CA INDEX NAME) 
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RN^ 294622-8 W- - CAPLUS , 

CN ^BansamideT N-[l- [ ( (cyanomethyl) amino] carbonyl] cyclohexyl] -4- [2- (4- 
morphoUnyl)-4-thiazolyll- {9CI) (OA INDEX NAME) 





RN 294622-98-3 CAPLUS 
CN 1-Piperazinecarboxyiic acid, 4- [4 -[47([(l-[( (cyanomethyl) amino] carbonyl] cy 

clohexyl] amino] carbonyl] phenyl] -2- thiazolyl] -, 1,1-dimethylethyl ester 

(9CI) (CA INDEX NAME) 



-r 



/C-NH- CH2-CN 

hi 



RN 294622-99-4 CAPLUS / 

CN l-PiperazlnecarboxyUc acid, 4- [(4- (4- [[[!-[[ (cyanomethyl) amino] carbonyl] c 
yclohexyl] amino] carbonyl] phenyl]/-2-thia2:olyl] methyl] 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 



/ 



f J-NH-CH2-CN 



RN 294623-09-9 CAPLUS 
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CN Benzamide, N-[l- [ [ (cyanomethyl) amino] carbonyl] cyelefa4xyl] -4- [2- (1- 
piperazinyl)-4«thiazolyl]- (9CI) (CA INDEX NAME) ' 



jCrt>OLl^D 



C-NH-CH2-CN 
II 
O 

RN 294623-10-2 CAPLUS 
CN Benzamide, N-(l-{ [ (cyanomethyl)aaino]efarbonyl]eyelohaxyl]-4-[2-(l- 
pipBrazinylmethyl)-4-thiazolyl)- (9Cp (CA INDEX NAHE) 





RN 294623-30-6 CAPLUS 
CN 1-Piperazinecarboxylic acid( 4-(4-[(4-[ [ [l-[ [ (cyanomflthyl}aaino)carbonyllc 
yclohexyl] amino) carbonyl] phenoxy] methyl] -2-thiazolyl] -. 1, 1 -dime thy lethyl 
ester (9CI) (CA index name) 



x^n^e: 



C-NH-CH2-CN 



RN 294623-33-9 CApLUS 

CN l-Piperidinecarc;boxyUc acid, 4>((4-[4-[[[l-([ (cyanomethyl)amino]carbonyl]c 
yclohexyl] ami4io] cartionyl] phenyl] -2-thiazelyl] amino] -, 1, 1-dioethy lethyl 
ester (9CI) / (CA INDEX NAHE) 



l]ami-{ 
CI) / 



C-NH-CH2-CN 
II 



RN 294623-35-1 CAPLUS 

CN Benzamide, N-[l-( [ (cyanomethyl) amino] carbonyl) cyclohexyl] -4- (2- (4- 
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pip«ridinylamino)-4Tthiazolyl]- <9Cl/ (CA INDEX NAME) 



RN 294Q23-36-2 CAPLUS 
CN Benzamide, N-[l-[ [ (cyanoaeth^l) aBi^o]carbonyl]cycloheltylJ-4-[2-(4- 
pyridinyl) -4-thiazolyl] - {9Cp) (CA INDEX NAHE) 



O 
II 

C-KH- 



F-NH~CH2-CN 



RN 294623-49-7 CAPUIS 
CN Btnzafflld*, N-[l-[[ (cyanI»«thyl)aBdno]carbonyl)cyclohaxyl]-4-[2-(4-i8«thyl-l- 
piparazinyl)-4-thlazoWl]- (CA INDEX NAHE) 



.Crt: 



C-NH-CH2-CN 



RN 361519-34-G CAPLUS 
CN B« nz amlda , N- ( 1 - { ( ( cfanoan thyl ) ami no] ca rbony 1 ) cjyclohe xyl]-4-[2-<4-aethyl-l- 
piperazlnyl)-4-thlaz&lyll-, trlfluoroacetata <9CI) (CA INDEX NAME) 



CRN 294623-49-7 
CMF C24 B30 N6 02 S 
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CRN 76-05-1 
CMF C2 H F3 02 



F-C-C02H 



361519-47-3 CAPLUS 
1-Plperidinecarboxylic acid, 
ycloheKyl] anino] carbonyl] phd 
(CA INDEX NAME) 



l-[[4-[4-[[[l-[[ (cyanonathy 1) anino) ca rbonyl) e 
-2-thiazolyl]atBino)-, athyl aatar (9CI) 



C-NH-CH2-CN 

II 

O 



225122-32-7 
RL: RCT (Reactant) 

(reactant) prapj 

and analogs, as 

ostaoporosis) 
225122-32-7 CAP 
Cyclohaxanacarboi&mida, 1- 



RACT (Reactant or raagant) 

ation of N-thiazolylb«nzoyl-N-cyanoaethyl-L-l*ucinaBides 
itaine protease inhibitors for treatment of 



amino-N-(cyanomathyl)- (9CX) (CA INDEX NAHE) 



NH2 



•NH-CH2-CN 
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AB The title N- (1- (cyanotaethylcarbaffloyl) cyclohexyl} -4-heterocyclylbenzaBld«s 
(I) (wherein Rl and R2 - independently H or allcyl, or Rl and R2 together 
with the C to which they are attached form a cycloallcyl ring; R3 ■ 
(un) substituted N-containing heterocycle, especially (cyclo) allcyl- , 

alkoxyalkyl-, or 

a rylalkyl- substituted piperidinyl or piperazinyli and pharmaceutically 
acceptable salts or esters thereof} were prepared as cathepain X inhibitors. 
For example, 1-aninocyclohexanecarboxylic acid cyanomethylanlde was 
coupled with 4-(4- (9-f luorenyljaethojiycarbonyl)piperazin-l-yl]benzoic acid 
(3-step preparation given) using 

l-ethyl-3- (3-dimethylaminopropyl) carbodiimide. 

bul.HCl in DHF and the piperazine deprotected using piperidine in DMF to 
afford I (wherein Rl and R2 - Hr R3 - piperazinyl] . Although no data for 
individual coapds. ia given, I are reported to have Ki values for human 
cathepain K of < SO nN and absolute oral bioavailabilities of 50% to 801. I 
are useful for therapeutic or prophylactic treatment of diseases or 
medical conditions in which cathepsin X is implicated, e.g. inf lammation, 
osteoporosis, rheumatoid arthritis, and osteoarthritis (no data) . 

IT 225122-32-7P 354813-09-5? 354813-13-lP 

RL: RCT (Reactant) i SPN (Synthetic preparation)! PREP (Preparation)! RACT 

> . (Reactant or reagent) 

(internediatef preparation of N-cyan'omethylcarbamoylcyclohexyl 
heterocyclylbenzanide cathepsin X inhibitors by coupling substituted 
cyclohexylanines with heterocycylbenzoic acids) 

M 225122-32-7 CAPLUS 

CN CycloheaanecarboKanide, l-amino-N- (cyanomethyl) - (9CI) (CA INDEX NAME) 
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NH-CH2-CN 




RN 354813-13-1 CAPLUS 

CN 1-PiperazinecarboxyUc acid, 4-[4-(( [!-({ (cyanomethyl)amino]carbonyl]cyclo 
hexyl] amino] carbonyl] phenyl)-, 9H-f luoren-9-ylfflethyl ester (9CI) (CA 
. INDEX NANS) 



IC-CH2- NH- 



NH 



r 



354813-09-5 CAPLUS 

Carbaraic acid, (1- [ [ (cyanomethyl) amino] carbonyl] cyclohexyl] - 
9H-fluoren-9-yljBethyl ester (9CI) (CA INDEX NAME) 
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(Continued) 
PAGE 2-A 



294622-35-eP 354813-10-8P 354ai3-16-4P 
354813-19-7? 354813-22-2P 354813-25-5P 
3S4ei3-28-8P 354813-31-3P 354813-34-6? 
354813-39-1? 354813-43-7? 354813-47-lP 
354813-50-6? 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) r THU (Therapeutic use) i 
BIOL (Biological study) i PREP (Preparation)! USES (Uses) 

(preparation of N-cyanomethylcarbamoylcyclohexyl heterocyclylbenzanide 
cathepsin K inhibitors by coupling substituted cycloheitylamines with 
heterocycylbenzoic acids) 
294622-35-8 CAPLUS 

Benzamide, N- [1- ( ( (cyanomethyl) amino) carbonyl) c/clohexyl] -4- (4-methyl-l- 
plperazlnyl)- (9CI) (CA INDEX NAME) 



— C-NH-CH2-CN 




354813-10-8 CAPLUS 
Benzamide, N- [l-[ { (cyanomethyl) amino) carbonyl) cycloheiiyl) -4- (1- 
piperazinyl) • (9Cn (CA INDEX NAH8) 



•CXO" 



-p 



RN 354813-16-4 CAPLUS 
CN Benzaaide, N-(l<[[ (cyam 
piperazinyl) - (9CI) (r" 




lethyl) amino) carbonyl) cyclohexyl) -4- (4-ethyl-l- 
1 NAKS) 
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N — S..^ C- NH- CH2- 

0 

RN 354813-19-7 CAPLUS 

CN Benzamide, N-[l-[ [ (cyanomethyl) akino] carbonyl) cyclohexyl] -4- (4-propyl-l- 
piperazinyl)- (CA index NAME) / 



RN 354813-22-2 CAPLUS j 

CN Benzamide, N-(l-[[ ((|Vanc»Bthyl)anino)carbonyl)cyclohexyl]-4-[4-(l- 
methy lethyl) -1-pipdtazinyl) - (9CI) (CA INDEX NAME) 




RN 354813-25-^ CAPLUS 

CN Benzamide/ N-{l-( ( (cyanomethyl) amino] carbonyl] cyclohexyl] -4-(4- 
(phenylm/thyl)-l-piperazinyl]- (9CI) (CA INDEX NAME) 



RN /354813-2e-8 CAPLUS 

CN /Benzamide, N-(l-( [ (cyanomethyl) amino) carbonyl] cyclohexyl] -4- (4- (2- 
methoxyethyl)-l-pip«razinyl]- (9CI) (CA INDEX NAME) 
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NeO-CH2'-CH2 



c- NH- air- cN 



RN 3S4813-31-3 CAPLUS 
CN Benzamide, N> [1- [ ( (cyanonethyl) amino) carbonyl} cyc/ohexyl] -4- (l-propyl'-4> 
piparidinyl)- (9CI) (CA INDEX NAME) ' 
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C-NH-CH2-CN 



RN 354813>47-1 

CN Banzanide, N-(l/C [ (cyanonethyl) amino] carbonyljcyclohaxyl) -4- (l-mathyl-4- 
piperidinyl)- /9CI) (CA INDEX NAME) 



Nx'-'^N;!*^ C-NH-CH2-C 



354013-34-6 CAPLUS 
Benzamide, H-{1- ( ( (cyanomethyl) anindj carbonyl] cyclohexyl] -4-Il> (2- 
■ethoiiyethyl)-4-piperldinyl)- (9CI)/ (CA INDEX NAME) 



MeO-CH2-CH2 



354813-39-1 CAPLUS 
Benzamide, N-[l-[[(cyai 
methylethyl) -4-piparidii 



;hyl) amino] carbonyl) eycloheiiyl] -4- [1- (1- 
1- (9CI) (CA INDEX NAME) 





C-NH-CH2-CN 



3S4613-50-6 CAPLUS 

/z amide, N- (1- [ [ (cyanomethyl) amino] carbonyl] c;yclohexyl) -4- (4- 
p/peridinyl)- (9CI) (CA INDEX NAHE) 
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3S4813-43-7 CAPLI 
Benzamide, N-[l- 
4-pip«ridinyl)- 



(cyanomethyl) amino] carbonyl] cyclohenyl] -4- (1-cyclopentyl- 
^I) (CA INDEX NAHE) 
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AB Compds. of formula I are claimed [vherein> Q is R1C(-Y)NR4- or 
R1C(-NR6)NR4- or RiyNR4- or RIC (NR6R8) -N-, whore Rl is 

(cyclo)alkyl(sulfonyl) . alkoxy, acyl (sulf onyl) or hetero(aryl) (cyclyl) i R2 
is H or alkyli R3 is H, (un) substituted (cyclo)alkyl, alkylene or 
aryl(alkyl)i or R2R3 may form nonarom. carbo- or heterocyclic ringi R4 is 
• H. OH, or alkylf R5 Is bond, H, alkyl optionally interrupted by 1 or 2 O, 
S, Ph, naphthyl, heterocyclyl, etc.i R6 is H, OH, CN, etc.t R8 is alkyl 
optionally interrupted by N, 0, S, etc.f X, Y are O or Si Z is a 
spicocycllc junction to certain 4-7 membered ring 

(substituted) (bridged) (fused) heterocyclesj . The compds. are novel, 
reversible inhibitors of cathepsins S, K, F, L and B, and are useful for 
treating a variety of autoifflmune diseases. Also disclosed are processes 
for preparing I. Over 100 exan^les, primarily derived from 
L-cyclohexylalanine and L-neopentylglycine, are given. Claims cover the 
same coiqxts. with unspecified stereochem. For exaa^le. 
L-p-cyclohexylalanine He ester hydrochloride was neutralized, 
amidated with 4-morpholinecarbonyl chloride, and saponified with LiOH in 

lOUS 

HeOR-THF to give N-(4-morpholinecarbonyl) -L-cycloheaylalanlna, This acid 
derivative was coupled with crude 4-anino-4-cyano-l-methylpiperidine using 

in the presence of BOBT and N-methylmorpholine in DMF, yielding title 
coiqKMind II. Compds. I inhibited human recombinant cathepsin S in vitro . 
with ICSO values of 100 jiM or below. 

33128O-90rlP, [1- (l-B«n^yl-3-cyanopyrroUdin-3- 
ylcarbamoyl) cyclohexyl] carbamic acid tert-butyl ester 331280-92-3P 
, [l-(l-Benzyl-3-cyanopyrrolidin-3-ylcarbamoyl)cycloheityl]carbai>ic acid 
benzyl ester 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified); SPN (Synthetic preparation)! THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(drug candidate; preparation of spiroheterocyclic morpholine derivs. of 
cycloheiiylalanine and neopentylglycine as reversible inhibitors of 
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OTHER SOURCS(S)l MARPAT 133:252050 

AB Title conpds. (RlR2NCR3R4CNi Rl - R11R7MCR5R9X1, RllR8NCR6R10X2NR7CR5R9C3tlr 
XI, X2 independently - CO. CH2S02> R5, R6 independently - H, Cl-6alkyl> 
R7, RB independently - H, Cl-6alkyl> R9, RIO independently - 
(un) sub3tituted-Cl-6al)cyi» R9-R7 - trinethylene, tetraaethylene, 
phenylene-l,2-dimethylene> R10-R8 - trinethylene, tetraaethylene, 
phenylen«-l,2-dinethylene> R5-R9 - C3-8cycloallcylene, C3- 
Sheterocycloalkylene; R10-R6 - c3-ecycloalJcylene, C3-eheterocycloallcyienei 
Rll - X4XSR18« X4 - CO, COCO, S02i X5 - bond, O, NHi RIB - Cl-6alkylr R2 - 

H, Cl-6alkyli R3 - H, Cl-6allcyii R4 - CN, COOH, O00Cl-6alkylt R2-R4 • 
trinethylene, tetramethylene, phenylene-l,2-diBethylenei R4-R3 - 
C3-8cycloalkylene, C3-8hetero<:ycloallcylene] , N-oxide, prodrug, isoners, 
pharmaceutically acceptable salts, and composition are prepared as 
therapeutically effective estrogen receptor agonist. Title compds. are 
claimed in treating osteoporosis in post-nanopausal vooan in vhich 
cathepsin K activity contributes to the pathol. and symptonatol, of the 

< . disease. .Thus, the title compound .(S) -C6H5CH20CONHCH(CH2CH(CH3) 2) C(mHCH2CN 
was prepared 
IT 225122-33-8P 294622-31-4P 294622-33-6P 
294622-34-7P 294622-3S-8P 294622-36-9P 
294622-37-OP 294622-39-2P 294622-4 1-6P 
294622-42-7P 294622-80-3P 294622-81-4P 

294622- 98-3P 294622-99-4P 294623-09-9P , 

294623- 10-2P 294623-30-6P 294623-33-9P ^ 

294623- 3S-1P 294623-36-2P 294623-49-7P 

294624- 11-6P 

RL: BAC (Biological activity or effector, except adver9e>i BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) f THU (Therapeutic use) « 
BIOL (Biological study)} PREP (Preparation)! USES (Uses) 

(preparation of novel N-cyanomethyl amides and compns. as protease 
inhibitors) 
RN 225122-33-8 CAPLUS 

CN Carbaraic acid, (1- {{ (cya none thy 1) amino) carbonyl) cyclohexyl] 

I, 1-diBethylethyl ester (9CI) (CA INDEX NAME) 
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NH-C-OBu-t 



C-NH-CH2-CN 

li 



W 294622-31-4 CAPLUS 

CN Benzamide, N-[l-[ [ (cyanofflethyl)a&ino]carbonyl]cycloheayll-4-(4- 
BOrpholinyl) - (9CI ) (CA INDEX HAME) 



o 



C-NH- 



Cff 



C-CH2-CH2-P1 




RN 294622-33-6 CAPLUS 

CN Benzamide, N-[l-( [ (cya^o}{tethyl)amino]carbonyl]cyclohellyl]-4- 
(dioethylani^o) - (9CI} /(CA INDEX NAME) 



RN 294622-34-7 CAPLUS 1 

CN fienzenepropanamide, M-{1- [[ (cyanomethyl) amino] carbonyl] cyclohexyl] - (9CI) 
(CA INDEX NAME) 
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— C-NH-CH2- 
II 
O 

RN 294622-36-9 CAPLUS 

CN Benzamide. 3-bromo-N-[l-[ [ (cyanoaethylb&nino)carbonyl]cycloheKyl)- (9CI) 
(CA INDEX NAME) 




C-NH-CH2-CN 
0 

RN 294622-37-0 CAPLUS 

CN [l,l'-Biphenyl]-3-carboxam^6e, N-(l-[[ (cyanooethyl) amino] carbonyljcycloheii 
ylj- (9CI) (CA INDEX name: 



RN 294622-39-2 CAPLUS 

CN Benzamide, N^rt 1- [ [ (1-cyanocyclopropyl) amino] carbonyl] cycloheicyl] -4- (4- 
BorphoUnyl)/ (9CI) (CA INDEX NAME) 



C-NH-CH2~CN 
II 



RN 294622-35-8 CpLUS 

CN Benzamide, N-M.-[[ (cyanome thyl) amino] carbonyl] cyclohexyll -4 -(4 -methyl- 1- 
piperazinyl)-<-(9CI) (CA INDEX NAME) 
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NH-C-CBu-t 
II 



RN 294622-S0-3 CAPLUS 

CN Benzamida, N-(l->( [ (4-cyanotfttrahydro-2H-py^«n-4- 

yl» amino] carbonyl] cyclohexyl] -4- (2- (4-metl^l-l-pipecazinyl) -'4-thiazolyl] - 
(9CI) (OA INDEX NAHE) 



RN 294622-41-6 CAPLUS 
CN 3-Pyridinecarboxamida. N- tl-( ( (l-cyanf)cyclopropyl) amino] carbonyl) cyclohesy 
l]-6-(4-Bethyl-l-piperazinyl)- (9CI) / (CA INOQC NAME) 



CN NH 



NH 



RN 294622-61-4 CAPLUS 
CN Benzamide, N-{l-( ( (cyanomethyl) amindj carbonyl] cyclohQsyl]-4-{2- (4- 
BOrpholinyl) -4-thiazolyl]- (9CI) (OA INDEX NAHE) 



C-NH-CH*-CN 



RN 294622-42-7 CAPLUS 
CN Carbanic acid, (l-[[ (1-cyanocyc^ropyl) amino] carbonylj cyclohexyl] - 
1,1-dimethylethyl ester (9CI) CCA INDEX NAME) 



RN 294622-96-3 CAPLUS 
CN 1-Piperazinecarboxylic acid, 4y[4-[4-( [ ( (cyanoaethyl) arainojcarbonylj cy 

clohexyl] amino] carbonyl] phenyU •2-t)tiazolyl] 1, l-dim«thylethyl ester 

(9CI) (CA INDEX NAHE) 
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-r 



RN 294622-99-4 CAPLUS 
CN l-Piperazinecarboxylic acid, 



C-NH-CH2-CN 



4 - [ [ 4 - ( 4 - ( [ [ 1 - [ [ (cyanomethyl) amino] ca cbonyl] c 
yclohexyl) amino] carbonyl] phenyl] -2-thiazolyl] methyl] 1, 1-dinethylethyl 
eater (9CI) (CA INDEX NAHE) • 



Cr 



I— CH2— ^ 




-P 



RN 294623-09-9 CAPLUS 
CN Benzamide, N-(l-[ [ (cyanomithyl) amino]carbonyl]cycloheayl)-4-[2-(l- 
piperazinyl) -4-thiazolyl]/- (9CI) (CA INDEX NAME) 




RN 294623-10-2 CAPLUS 
CN Benzamide, N-(l-( ( (cya'nomethyl) amino]carbonyl]cyclohexyl] -4-(2-(l- 
pip«razinylmcthyl)-4-1:hiazolyl]- (9CI) (CA INDEX NAHE) 



I — CH2 — ^ 




m 294623-30-6 CAPLUS 

CN I'PiparazinecarboxyUc acid, 4- [4-(t4- [([!-(( (cyanomethyl) amino] carbonyl] c 
yclohexyl] amino] carbonyl]phenoxy] methyl] -2-thiazolyl)-, 1,1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 
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C-NH-CH2-CN 



RN 294623-33-9 CAPU 
CN l-PipecidinecarbokyUc acid, 4-[ [4-[4-[ [ (l-( ( (cyanoawthyl)amino]cacbonyl)c 

yclohexyl] amino] aa ebony 1] phenyl] -2-thlazolyl] amino] 1, 1-dimethylethyl 

ester (9CI) (CA/iNDEX NAHE) 



r 



Crft>TD-l4D 



RN 294623-3S-1/ CAPLUS 

CN Benzamide, /I- [1- [ [ (cyanomethyl) amino) carbonyl) cyclohenyl) -4- {2- (4- 
piperidinylamino) -4-thiazolyl]- (9CI) (CA INDEX NAME) 



.o-"7t>TaLt»-p 



C-NH-CH2-CN 
II 



RN 294623-36-2 CAPLUS 

CN Benzamide, N-Cl-([ (cyanomethyl)amino)carbonyl]cyclohexyl]-4-[2-(4- 
pyridinyl) -4-thiazolyl]- (9CI) (CA INDEX NAME) 



C-NH-ai2-CN 



RN 294623-49-7 CAPLUS 

CN Benzamide, N-(l>(( (cyanomethyl) amino] carbonyl] cycloheKyl] -4- [2- (4 -methyl-1- 
piperazinyl) -4-thiazolyl]- (CA INDEX NAHE) 
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CMF C9 HIS K3 O 



C-MH-CH2-CN 



,NH2 



NH-CH2-CN 



294624-11-6 CAPLUS 
Benzaiaide, N«ll- ( [ (cyanofflethyl) amino] carbonyl] cyclohsxyl] -4- [2- (4 -methyl- 1- 
piperazlnyl)-4-thiazolyl]-, nono(trifluoroacetate) (9CI) (CA INDEX NAHE) 



CRN 294623-49-7 

CHP C24 H30 146 02 S 



CRN 76-OS-l 
CMF C2 H n 02 




CRN 75-75-; 
CHF C H4 o3 S 




F 



IT 294622-49-4P 

RL: RCT (Reactant) t SPN (Synthetic preparation) i PREP (Preparation) f RACT 
(Roactant or reagent) 

(preparation of novel N-cyanomethyl aiddes and conpns. as protease 
inhibitors) 
RM 294622-49-4 CAPLUS 

CM Cydohaiianecarboxamidet .l-aaino-N-(cyanomethyl)>, BonoiMthanasulfonate 
(9CI> (CA INDEX NAHE) 

CH 1 

CRN 225122-32-7 
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ArlQdCONR3C(CN)R4(CRSR6)aV(CR7RB)bAr2 (Ii Arl, Ar2 - (substituted) Ph. 
PhO, pyridyl, pyridyloxy, naphthyli Q - CR1R2) Rl, R2 > H, halo, 
(halo)8l)cyl, (halo) alkoxy, (substituted) cycloallcyl; R1R2 - (substituted) 
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H, halo, (halo)al)cyl; V - 0. S, S02, NR9} R9 - H, alkyli a, b - 0-4], vera 
prepared Thus, 4-chlorophenol, bromoacetaldehyde di-He acetal, X2003, and 
cat. Nal vere refluxed 3 h in DMF to give 4-chlorophenoxyacetaldehyde 
di'Me acetal. This vas refluxed with aqueous HCl in acetone Co give cnjde 
4-chlorophenoxyacetaldehyde, which was stirred with NaCN and NH4C1 in 
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li b - 0) . Nunerous I at 500 ppn gave 1001 kill of Plutalla Kylostella on 
cabbage seedlings. 
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US 2002-54590 

US 2003-342872 

US 2003-694672 
OTHER SOURCE(S): MARPAT 130:352553 

AB N-terminal substituted dipeptide nitriles R(L) jcX1NHCR2R3C(:Y)NHCR4R5CN (R 
is optionally substituted aryl, alkyl, alkenyl, alkynyl, heterocyclyli R2, 
R3 - H, optionally substituted alJcyl, cycloalkyl, bicycloalkyl, or aryl-, 
biaryl-, cycloalkyl, bicycloalkylalkyl; R2 and R3 together represent 
alkylene, optionally interrupted by O, S, or NR6, where R6 is U, alkyl, 
arylalkyl; or R2 or R3 are linked by alkylene to the adjacent nitrogen to 
form a ring; R4, R5 - H, optionally substituted alkyl, arylalkyl, C02R7, 
CONR7R8 (R7 is optionally substituted alkyl, aryl. arylalkyl, cycloalkyl, 
bicycloalkyl. or heterocyclyl and R9 is H or optionally substituted alkyl, 
aryl, arylalkyl, cycloalkyl, bicycloalkyl, heterocyclyl). etc.; R4 and RS 
together represent alkylene. optionally Interrupted by 0. S, or NR6i XI - 
CO. CS, SO, S02, P(0)0R6; Y - 0, S: L is optionally substituted Het, 
Het-ai2, CK2-Het <Het - O, N, or S) i k • zero or IJ were prepared as. 
inhibitors of cysteine cathepsins, e.g., cathepsins B, X. L and S, and can 
be used for the treatment of cysteine cathepsin dependent diseases and 
conditions. Thus, N-(2-( (3-carbo>iyphenyl)methoxy] -1(S) -cyanoethyl) -S- 
raethyl-No- (2, 2-diphenyl acetyl ) -L-phenylalaninamide was prepared and 
shown to have IC50 - 5 nM for inhibition of cathepsin B. 

IT 225118-47-8P 225118-54-7P 225118-SS-8P 
225118-56-9P 225118-57-OP 225118-58-lP 
225118-59-2P 225118-60-5P 225118-61-6P 
225118-62-7P 225118-63-8P 225118-64 -9P 
22511B-65-0P 225118-66-1? 225118-67-2? 
225118-68-3? 225118-69-4P 225118-70-7? 
225118-71-8P 225118-72-9P 225118-73-0? 
225118-74-lP 225118-75-2? 225118-76-3? 
225118-77-4P 225118-78-5? 22S118-79-6? 
225118-80-9? 225118-81-0? 
■ • RL: BAC (Biological activity or effector, .escept adverse)! BSU (Biological 
study, unclassified) I 5PN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation) I USES (Uses) 

(synthesis of dipeptide nitriles as inhibitors of cysteine cathepsins) 

RN 225118-47-8 CAPLUS 

CN lH-Indole-2-carboxamide. N-[l-[ [ (l-cyano-l-nethylethyl)anino]carbonyl)cycl 
ohexyl]- (9CI) (CA INDEX NAME) 



C-NH-C-H 



RN 225118-54-7 CAPLUS 

CN 2-NaphthalenecarboxaBide, N-[l-[ [{ (lS)-l-cya^o-^- 
phanylpropyl] amino] carbonyl] cycloheKyl] - (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




Karen Cheng 



10560672restrict 
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IIC-CH2-NH-C 



0-1 



.-'.-6 



m 225HB-61-6 CAPLUS / 
CN Benzamlda, N^Cl-t [ (cyanomethyl)aiiiino]carbonyl]cycloheiiyl1 -3-(( (2- 
. nethoxyethyDmethylanino] methyl)- (9CI) (CA INDEX NAME) 



MeO- CH2-CH2- N- CH2 



I— CH3 / ' 

C-NH-CH2-CN 



RN 225118-62-7 CAPLI 

CM 2-HaphthalenecarboxaBide, N-[l-[[[ (lS)-l-cyano-3- 

Bathylbutyllanino]earbonyl]cyclDh«xyl]- (9CI) (CA INDEX NAKS) 

Absolute stereocheraifttry. 

0 




RN 2251/8-63-8 CAPLUS 

CN tl,r-BiphonylJ-4-cacboxanide, N-[l-(tt {IS) -l-cyano-3> 

^yibutyl] amino] carbonyllcyclohevyl}- <9CI) (CA INDQC NAME) 

Absolute stereochemistry. 




RN 225118-64-9 CAPLUS 
CN Benzamide, N- (1- [ [ [ (lS)/l-cyano-3-nathylbutyl] amino] cacbonyl) cyclohexyll -4- 
(IH-pyrrol-l-yl) - (9CU (CA INDEX HAKE) 

Absolute stereochemistry/ 
i-Bu s^CN 




225118-65-0 CAPLUS 

Benzamide, 4-acetyl-N-[l-[ [ [ (IS) -l-cyano-3-methylbutyl]amino]carbonyl]cycl 
ohexyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 225118-66-1 CAPLUS 

CN lH-Indole-2-carboKamide, N-(l-((C(lS)7i-cyano-3- 

nethylbutyl] amino] carbonyl)cyclohe>yy-l-Mthyl- (9CI) (CA ] 

Absolute stereochemistry. 





RN 225118-67-2 CAPLUS 
CN Benzamide, N-[l-[[ 

yl)- (9CI) (CA INDEX 



HC-CH2-KH- 



1) amino] carbonyl] cyclohexyl] -4- (IB-pyr rol-l- 



RH 225118-69-3 CAPLUS 

CN 2-BenzofurancarboKamide, N-[l-([ (cyanoaethyl) amino] carbonyl)cycloheKyl)- 
(9CI) (CA INDESi NAME) 



'<5i„.'^^ C-NH- 



NH-CH2-CN 



RN 225118-69-4 CAPLUS 

CN lH-Indole-2-carboxajttido, N-(l-( d (IS) -l-cyano-3- 

methylbutyl) amino] carbonyl} cyclihexyl J- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




STN (Continued) 



RN 225118-70-7 CAPLUS 

CN Benzamide, 4-acetyl-l/>(l-{ [ (cyanomethyl) amino] carbonyl] cyclohexyl)- (9CI) 
(CA INDEX NAME) 



RN 225118-71-8/ CAPLUS 

CN lH-Indole-/-carboxamide, N-[l-{ [ (cyanafflethyl)anino]carbonyl]cyclohexyl) - 
(9CI) (Ctf INDEX NAME) 



(j-NH-CB2-CN 
•0 

RN 22^18-72-9 CAPLUS* 

CN lH-lndol«-2-carbOMamide, N-[l-( [ (cyanomethyl) amino) carbonyl) cyclohexyl) -1- 
methyl- (9CI) (CA INDEX NAME) 



Karen Cheng 



10560672restrict 
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CN Carbamic acid, [!-[[[ (lR)-l-cyano-2-(phenvdfflethoxy)ethyl]aBino]carbonyl)cy 
clohe»yl]-, phanylnethyl ester (9CI) (CA/INOEX NAHE) 



He 

C-NH-CH2- 



RN 22511B-73-0 CAPLUS 

CN (l,l'-BiphenylI-4-carboxamide, N-[l-[ [ (cyan(»«thyl)aiBlno]carbonyl]cyclohes/ 

yl] -4'-fluoro- (9CI) (CA INDEt NAME) 



'^Si.X^S^ C- NH- CH2-CN 



22Slia-77-4 CAPLUS 

2-Benzofurancarboxanlde, N-(l>[/[ (lS)-l-cyano-2-(4> 
nethoxyphenyl) ethyl] amino] carb^yl] cyclohexyl] - (9CZ} 



RN 22S118-74-1 CAPLUS 

CN (l,l'-Biphenyl]-4-carboxanide, N-[l-[[ (cyanomethyl) amino] carbon]^) cyclohen 
yll -4 * -nethoxy (9CI) (CA INDEX NAME) 



C-NH-CH2-C 



RN 225119-75-2 CAPLUS 

CN Benzaraide, N-Il- [[ (cyanoaethyl) amino] carbonyl] cyclohexyl] -4- (1, 1' 
dimethylethoxy) > (9CI) (CA INDEX NAKE) 



RN 225118-76-3 CAPLUS 




(CA INDEX NAME) 
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CN lH-Indola-2-carbo«afflida, N-[l-[[ [ (lS)-l/cyano-2- (4- 

methoxyphenyl) ethyl] udno] carbonyl) cycliDhesyl] - (9CI) (CA INDEX NAME) 



N-ll-[[((15)-l-cyano-2-(4- 
ID] carbonyl] cyclohexyl] -1-methyl- <9CI) (CA INDEX 



(Continued) 
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RL: RCT (Reactant) t RACT (Reactant or reagent) 

(synth;&9is of dipeptide nitriles as Inhibitors of cysteine cathepsins) 
225122-32-7 CAPLUS 

Cyclohex^necarbosamide, l-afflino-N-(cyanonethyl)- (9CI) (CA INDEX NAHE) 



22S122-24-7P 225122-25-8P 225122-33-8? 
22S122-34-9P 225122>35-0P 

RL:|RCT (Reactant) » SPN (Synthetic preparation)! PREP (Preparation)! RACT 
actant or reagent) 

(synthesis of dipeptide nitriles as inhibitors of cysteine cathepsins) 
122-24-7 CAPLUS 

rbamic acid, (1- [ ( (1-cyano-l-methylethyl) amino] carbonyl] cyclohexyl} 
[-fluoren-9-ylmethyl ester (9CI) (CA INDEX NAME) 



225122-25-8 CAPLUS 

Cyclohexanecarboxanide, l-araino-H-(l-cyano-l-methylethyl)- (9C1) (CA 
INDQC NAME) 



225122-33-8 CAPLUS 

Carbamic acid, [l-[ [ (cyanoaethyl) amino] carbonyl] cyclohexyl]- 
1.1-dinethylethyl ester (9CI) (CA INDEX NAME) 



IT 225122-32-7 

Karen Cheng 



10560672restrict 
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NH-C-OBu-t 

-CH2-CII 



RN 22S122-34-9 CAPLUS 
CN Cyclohexanacarboxainide, 1-amino-N- (cy4no»Btl>y^) ~' monohyd roc hlo ride (9CI) 
tCA INOOC NAME) 



l^ll^^^^ J- NH- CH2- C 



RN 225122-35-0 CAPLUS 
CN Benzamide, 4- (bromoaietJ(yl) -N* (!•( ( (cyanomethyl) anlno] carbonyl] cyclobexyl] - 
<9CI) (CA INDEX 1 



BCC82 
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INVENTOR (S): 

PATENT ASSIGNEE (S)t • 
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PATENT INFORMATION: 



1999:27844 CAPLUS 
130:95698 

Trite rpene derivatives and medicinal co^xisition 
Segava, Jun; Hatsuoica, Hasatoi Yoshifusa, Hirotoi 
Nakamura, Akio 

Nippon Shinyaku Co., Ltd., Japan 

PCT Int. Appl., 150 pp. 

CODEH: PIXXD2 

Patent 

Japanese 

I 



PATENT NO. 






KIND 


DATE 




APPLICATION NO. 




DATS 


tfO 9858946 






Al 




19981230 




VO 1998-JP2779 




19980619 


V: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


B6 


BR, BY, CA, CH, 


CN, 


CU, CZ, DE, 


OK, 


EE, 


ES, 


FI, 


GB, 


GE, GB, 


GM, 


GV, HU, ID, IL, 


IS, 


JP, KE, KG, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, 


LU, 


LV, MD, MG, MX, 


MN, 


MW, MX, HO, 


NZ, 


PL, 


PT, 


no. 


RU, 


SD, SE, 


SG, 


SI, SK, SL, TJ, 


TM, 


TR, TT, UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZW, AM, 


AZ, 


BY, m, KZ, MO, 


RU, 


TJ, TM 


Rtf: GH, 


GH, 


KE, 


LS, 


MW, 


SD, SZ, 


UG, 


ZW, AT, BE, CH, 


CY, 


DE, DK, ES, 


FX* 


FR, 


GB, 


GR, 


IB, 


IT, LU, 


MC, 


NL, PT, SE, BF, 


BJ. 


CF, CG, CI, 


CM, 


GA, 


6N, 


ML, 


MR, 


NE, SN, 


TD. 


TG 






AU 9880382 






A 




19990104 




AU 1998-80382 




19980619 



PRIORITY APPLN. INFO. : 



OTHER SOURCB(S): 
GZ 



HARPAT 130:95698 



JP 1997-167484 
HO 1998-JP2779 



19970624 
19980619 




Me CH2R3 



AB Oleanane derive. I (X, Y, and Z are any of the combinationa (1) to (4): 
(1) X and Z in combination represent a bond, and Y - H, (2) X and Y in 
combination represent oxo, and Z - H, (3) X - OH, and Y and Z each H, 
(4) Y - OH, and X and Z each - H> Rl - OH, optionally substituted 
sonoalkylamino, optionally substituted cyclic amino, optionally 
substituted alkoxy, etc.* R2 - OH. optionally substituted sulfonyloxy, 
optionally substituted OP (0) (011)2, optionally substituted acyloxy, etc.* 
and R3 - H, OH, optionally substituted sulfonyloxy, optionally substituted 
0P(0)(0H)2, optionally substituted acyloxy, etc.], useful for treatment of 
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nephritis, are prepd. Thus, N- (2-Bethaxyethyl) -3p, 23 (4a) - 
dihydroxyolean-12-en-2B -amide (II) reacted with p-raethoxybenzyloxyacetic 
acid in CH2C12 contg. l-ethyl-3- (3-dioethylafflinopropyl) carbodiinide HCl 
aixl 4-dimethylafflinopyridine to give the title coapd. N- (2-nethoxyethyl) - 
3P-hydroxy-23 (4^) -[ (4-Bethoxybenzyloxy) acetoxy] olean-12-en-28- 
amide. N-<2-fflethoxyethyl) -3^-hydroxy-23(4ol)- 
hydroxyacetoxyolean-12-en•^8-amide (also pcepd.) at 1 ag/Kg p.o. effected 
higher inhibition of nesangium cells in rats with nephritis induced by 
Thy-1 antiserum than II at 30 ng/Kg p.o. Pharmaceutical eoaqsns. contg. I 
are described. 
219550-64-8P 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified)} SPN (Synthetic preparation) » THU (Therapeutic use)t 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of triterpene derivs. for treatment of nephritis) 
219550-64-8 CAPLUS 

01ean-12-en-28-amide, N- (cyanomethyl) -3, 23-dihydroxy-, (3p,4a}- 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATKMS AVAILABLE IN THE RE FORMAT 



Karen Cheng 
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1998:67758 CAPLUS 
128:167714 

Preparation of substituted 2- 

aminoeycloalkanecarboxylate peptide derivatives as 
thrombin inhibitors 

Di Bugno, Cristinaf Giorgl, Raffaelloi Harmat, 
Nicholas 

A. Henarini Industrie Farmaceutiche Riunite S.R.L. , 

Italy; Giorgi, Raffaelloi Harmat, Nicholas 

PCT Int. Appl., 24 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE . 




APPLICATION NO. 




DATE 


WO 9803540 






A2 




19980129 




WO 1997-EP3774 




19970715 


WO 9803540 






A3 




19980409 
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AL, 


AN, 


AT, 
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AZ, 


BA, BB, 
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BR, BY, CA, CH, 
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CU, CZ. DS. 
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IL, IS, JP, RE, 


KG. 
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SL, TJ, TM, TR, 
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YU, 
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A2, BY, 
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KZ, MD, RU. TJ. 


TM 




RW 


GH. 


KE, 


LS, 


MW, 


SD 


SZ, UG, 


ZW. 


AT, BE, CH, DE, 


DX, 


ES, FI, FR, 




GB, 


GR, 


IE, 


IT, 


LU. 


MC. NL, 


PT, 


SE, BF, BJ, CF, 


CG, 


CI. CH. GA. 




GN, 


ML, 


MR, 


NE, 


SN 


TD, TG 










AU 9735437 






A 




19980210 




AU 1997-35437 




19970715 



PRIORITY APPLN. INFO. : 



OTHER S0URCE(5): 
GI 



MARPAT 128:167714 



IT 1996-MI1512 
WO 1997-EP3774 



19960719 
19970715 



• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB Title compds. I (A - (CH2)n, CH:CH, n - l-3l W - CN. CH20a, CORl, BR2R3l 
Rl - H, 0R4, CONHR4, CH2C1, CF3, C2F5f R2, R3 - independently 0R4, R2R3 - 
diol residue* R4 - H, Cl-7 alkyl, aryl, C7-10 arylalkyli Y - 
(un) substituted aryl, (CH2)n>-T, CH2C6H4-T, a - 3-6, T - H. OH, Cl-3 
alkoxy, anlno, amidino, imidazole, guanidino. isothioureidoi Q " H. Cl-7 
alkyl; L - (CH2)p, 0CH2, SCH2, p - 0-3; Ar - aromatic group; X - H. Cl-7 
aikyl, MBS02, tosyl. PhS02, Me30O2C (Boc) , PhCH202C (Cbz) , Ac, Bz] with 
inhibitory activity on serine proteases, processes for the preparation 

thereof, 

pharmaceutical coiqins. containing them and the use thereof as therapeutical 
agents, are described. Thus, nonoester II vas converted into amino acid 
lit via treatment with DPPA, saponification, and hydrogenolysis. Ill 
underwent 

sequential coupling with protected methylphenylalanine active ester 
Z-D-MePhe-OTCP (TCP - 2, 4, 5-trichlorophenyl) and protected arginine lactam 
to give protected tripeptlde analog IV, vhich was reduced with LiAlH4 and 
deprotected to give desired title compound V as its HCl salt. The prepared 
compds. I were tested as thrombin inhibitors in an in vitro assay, and all 
cooqxls. showed tCSO values lower than S oM. 
IT 202868-28-8? 



10560672restrict 
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RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); SPN (Synthetic preparation) i THU (Therapeutic use) » 
BIOL (Biological study) i PREP (Prepacacion) ) USES (Uses) 

(prepn. of substituted aminoalkanecarbosylata peptide derive, as 

thrombin inhibitors) 
202868-28-e CAPLUS 

2-N8phthalenepropanaraide. N-(2- ( [ (4-( (aminoiminomethyl) aminoWl- 
cyanobutyl] anino] carbonyl] cyclopentyl} -a- (methylamino) ^ 
hydrochloride, [IS- (la (S*) , 2«] ]- [partial] - (9CI) (CA INDEX 
NAME) 



Absolute etereochenistry. 
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CAPLUS COPYRIGHT 2007 ACS Oil STN 
1997:617993 CAPLUS 
127:272793 

Antiproliferative coobinations. containing 
raf-targeted oligonucleotides and chemotherapeutlc 

compounds 



Muller, Marceli Geiger, 
Fabbro, Doriaiiot Monla, 
Novartis AG, Svltz. 
PCT Int. Appl., 118 pp. 
COOEN: PIIOCDZ 
Patent 
English 



Thomas I Altmann« 
Brett 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



1604 Al 19970912 VO 1997-EP875 

AL, AU, BA, BB, BG, BR, CA, CN, CU, CZ, EE, G 

KF, KR. LC, LX, LR, LT, LV, MG, MX, HN, MX, NO, 

SI, SK, TR, TT, UA, UZ, VN, YU, AM, AZ, BY, KG, 



Rtf: KE, LS, MW, SD, SZ, UG, AT, BE, 
IE, IT, LU, .MC, NL, FT, SE, BF, 
MR, NE, SN, TD, TG 
AU 972092& A 19970922 

ZA 9701936 A 19970908 

PRIORITY APPLN. INFO.: 



DATE 

19970224 
IL, IS, JP, 
PL, RO, 5G, 
KZ, MD. RU, TJ. TM 



CH, DE, DK, ES, FI. FR, GB, GR, 
BJ, CF, OG. CI, CM, GA, GN, ML, 



AU 1997>2092S 
ZA 1997-1936 " 
US 1996-612787 
WO 1997-EPe75 



19970224 
19970306 
19960307 
19970224 



AB The invention relates to cotnbinations of raf-targeted (especially 

c-raf-targeted) deoxyribo- and ribo-oligonucleotides and derivs. thereof 
with other chemotherapeutlc compds., as well as to pharmaceutical prepns. 
and/or therapies. In relation to disease states which respond to such 
. oligonucleotldee or oligonucleotide derivs., especially to Dodulation of the 
activity of a regulatory protein. In particular, the invention relates to 
products or combinations comprising antisense oligonucleotides or 
oligonucleotide derivs. targeted to nucleic acids encoding raf and other 
(preferably standard) cheraotherapeutics, either in fixed combination or for 
chronol. staggered or simultaneous administration, and the combined use of 
both classes of compds., either in fixed combination or for chronol. 
staggered or simultaneous administration, for the treatment of 
proliferative diseases, especially tumor diseases, that can be treated by 
inhibition of raf activity, i.e., where the antisense oligonucleotides or 
oligonucleotide derivs. are targeted to nucleic acids encoding the 
regulatory protein raf or active autated derivs. thereof. , 

IT 149281-19-6 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(raf-targeted oligonucleotide-chenotherapeutic cos^iound antiproliferative 
combinations) 
RN 149281-19-6 CAPLUS 

CN lH-Indeno[S,4-f]quinoline-7-carboxamide, N- (l-cyano-l^raethylethyl)- 

Z, 4a, 4b, 5, 6, 6a, 7, 8 , 9, 9a, 9b, 10, 11, 11a- tetradecahydro-4a, 6a-dinethyl-2-oxo-. 
(4aR,4b$.6a$,7S,9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER] 
TITLE: 



PATENT ASSIGNEE(S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1997:617979 CAPLUS 
127:283393 

Combinations of drugs with antisense oligonucleotides 

for treatment of proliferative diseases 

Muller, Marcel; Geiger, Thomas; Altnann, Rarl-Heinz; 

Fabbro, Doriano; Dean, Nicholas Mark; Monia, Brett; 

Bennett, Clarence Franlc 

Novartis A.-G., Switz. 

PCT Int. Appl., 108 pp. 

CODENt - PIXXD2 

Patent 

English 



PATENT NO. 



W: AL, AU, BA, 



KIND DATE 



APPLICATION NO. 



KP. KR, LC, LK, 

SI, SK, TR, TT, 

RW: KE, LS, MV, SD, 

IE, -IT, LU, MC, 

MR, NE, SN, TD, 

US 5744460 A 

AU 9720926 A 

ZA 9701937 A 
PRIORITY APPLN. INFO.: 



Al 19970912 WO 1997-EPB76 19970224 
BB, BG, BR, CA, CN, CU, CZ, EE, GE, HU, IL, IS, JP, 



LR, LT. 



MG, MK, MN, 
UA, UZ, VN, YU, AM, AZ, BY, KG, KZ, 
SZ, UG, AT, BE, CH, DE, DK, ES, FI, 
NL, PT, SE, BF, BJ, CF, CG, CI, CM, 
TG 

US 1996-612775 
AU 1997-20926 
ZA 1997-1937 
US 1996-612775 
WO 1997-EPB76 



NZ, PL, 
KZ, MD, RU, 



19980428 
19970922 
19970908 



FR. GB, GR, 



19960307 
19970224 
19970306 
19960307 
19970224 



AB The invention relates to combinations of PRC-targeted (especially 
PKC-a-targeted) <deoxyribo- and ribo-oligonucleotldes and derivs. 
thereof with other chemothecapeutie compds., as well as to pharmaceutical 
prepns. and/or therapies, in relation to disease states which respond to 
such oligonucleotides or oligonucleotide derivs., especially to modulation 

of 

the activity of a regulatory protein. In particular, the invention 
relates to products or combinations conftrising antisense oligonucleotides 
or oligonucleotide derivs. targeted to nucleic adds encoding human PKC 
and other (preferably standard) chemotherapeutlcs, either in fixed 
combination 

or for chronol. staggered or simultaneous administration, and the combined 
use of both classes of coa|xfs.» either in fised combination or for 
chronol. staggered or simultaneous adnlnistration, for the treatment of 

proliferative diseases, especially tumor diseases, that can be treated by 
inhibition of PKC activity, i.e., where the antisense oligonucleotides or 
oligonucleotide derivs. are targeted to nucleic acids encoding the 
regulatory protein PKC or active mitated derivs. thereof. 
IT 149281-19-6 

RLt TRU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combinations of drugs with antisense oligonucleotides for treatment of 
proliferative diseases) 
RN 149281-19-6 CAPLUS 

CN lH-Indeno[5,4-f]quinoline-7-carboxamide, N- (1-cyano-l-methylethyl) - 

2, 4a, 4b, 5, 6,6a. 7,8, 9, 9a,9b, 10, 11, lla-tetradecahydro-4a. 6a-dimethyl-2-oxo-, 
(4aR,4bS,6aS,7$,9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Karen Cheng 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CDRPORATB SOURCE: 

SOURCE; 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



CAPLUS COPYRIGHT 2007 ACS on STM 
1996:364294 CAPLUS 
125:76739 

COP 53153: a new potent inhibitor of 
5a- reductase 

Haeusler, A.; Allegrini, P. R. j Biollaz, M.t Batzl. 

Ch.; Sch*id*gg«r, E.i Bhstnagar. A. S. 

Rasaarch Department, CIBA-GBIGY Ltd., Basel. CH-4002, 

Switz. 

Journal of Steroid Biocheiaistry and Molecular Biology 
(1996), 57<3/4>. 187-195 
CODEN: JSBBEZi ISSN: 0960-0760 
Elsevier 
Journal 
EngUsh 



CO— N 




AB CGP 531S3 (N-2- <cyano-2-propyl) -3-oxo-4-aza-5a-androst-l-ene> 
17p-carbox amide f I) is a steroidal inhibitor of Sa-reductase. 
the enzyne which effects the conversion of testosterone (T) to 
Sa-dihydrotestosterone (DHT) . In vitro, t competitively inhibited 
rat ltdcrosomal 5a-reductase from prostate by SOI (IC50) at 36 nM 
compared to the reference con?)Ound finasteride which inhibited 5a- reductase 
with an IC50 of 11 nM in the same system. In vivo, inhibition of 
5a- reductase activity was characterized in three different test 
systeas. Inhibition of Sa-ceductase activity was first assessed in 
a standard test designed to compare directly the potency of different 
Sa-reductase inhibitors. This test assesses potency through the 
inhibition of prostate growth in juvenile castrate male rats treated with 
a standard dose of T-propionate (1 rag/kg, s.c. ) and a Sa-reductase 
inhibitor administered orally at various doses for 4 days. I and 
finasteride significantly reduced T-propionate-mediated prostate growth by 
about 25% (ED25) coispared to T-proplonate-treated controls at oral doses 
of 0.01 and 0.1 ng/kg, resp. Second, the effects on prostate weight were 
studied in normal adult male rats treated orally once daily for 14 days 
with 1, 3 and 10 mg/kg I and with 10 ng/kg finasteride. I significantly - 
reduced prostate weight at 3 and 10 mg/kg by 31% and 37%. resp., compared to 
vehicle-treated controls, whereas the dose of lO ng/kg finasteride did not 
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significantly reduce prostate wt. Third, the effects on prostate vol. 
were studied in normal 6-9-yr-old male dogs treated orally once daily vith 
5 mg/kg I and with 5 mg/kg finasteride for 12 wk. Prostate vol. was 
monitored with magnetic resonance imaging every 2 wk beginning 6 wk before 
start of the treatment with S<s-reductase inhibitors and ending after 
a recovery period of 8 wk after temination of treatment. Treatment for 
12 wk with both I and finasteride was equally effective in reducing 
prostate vol. by >70t in individual dogs. Anti-androgenic potency of I 
and finasteride was assessed in juvenile castrate male rats treated with 
DHT-propionate (1 mg/kg, s.c.) and a 5a- reductase inhibitor (p.o.) 
for 4 days. Neither I nor finasteride given at a dose of 10 mg/kg had any 
significant effect on DHT-propionate-mediated prostate growth, whereas the 
ref. antiandrogen flutaoide given at a dose of 10 rag/ kg reduced prostate 
wt. to levels comparable to those seen in untreated castrate animals. For 
I, the dose of 10 mg/kg is lOOO-fold higher, than the ED25 for 
5a-reductase inhibition in vivo. In, conclusion, both I and 
finasteride are potent inhibitors of the rat 5a-reductase enzyme 
system in vitro without showing any antiandrogenic effects in vivo. Both 
I and finasteride were equally potent in reducing prostate vol. in aged 
male dogs, whereas in rats, I is up to 10 times more potent than 
finasteride in reducing prostate wt. as shown in two different rat models. 

IT 149281-19-6. CGP 53153 * 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)} THU .(Therapeutic use) » BIOL (Biological study) i USES 
(Uses) / 

(CGP 53153 inhibition' of 5a-reductase and prostate grovth) 

RN 149291-19-6 CAPLUS / 

CN lH-Indeno(5,4-f]quinoUne-7-carboxamide, N- (l-cyano-l-methyletllyl)- 
2, 4a, 4b. 5, 6, 6a. 7, B, 9, 9a, 9b, 10, 11, lla-tetradecahydro-4a. 6a-diBetbyl-2-OSO-. 
(4aR,4bS,6aS,75,9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry! 
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PATENT INFORMATION: 



1994:244394 CAPLUS 
120:244394 

Dibenzo-fused derivatives of bicyclo(2.2.2}octane as 
cholecystoklnin inhibitors 

Kalindjian, Sarkis Barreti Low, CaroUne Mini! Rachel* 

Mcdonald, Iain Mairt Hull, Robert Antony David i 

Shankley, Nigel Pauli Buck, Ildiko Hariaf Steel. 

Katherine Isobel Maryi Davies, Jonathan Michael 

Richari Ounstone, David John> et al. 

James Black Foundation Ltd., UK 

PCT Int. Appl.. 159 pp. 

CODEN: PIXXD2 

Patent 

EngUsh 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



VO 9316982 

Vt AT. AU. BB. 
KR, KZ. LK. 
SK, UA. US 
Rtf: AT, BE, CH, 
BF, BJ, CF, 
AU 9335097 
ZA 9301193 
EP 626942 
EP 626942 

R: AT, BE. CH, 
JP 07504184 
HU 71499 
AT 15209S 
US 5514683 
NO 9403055 
FI 9403817 
PRIORITY APPLN. INFO. : 



Al 19930902 VO 1993-GB346 19930219 
BG. BR, CA.- CU. CZ, DB. DK. BS. FI. GB, HU, JP. KP. 
LU, HG, MH. Mtf, ML. NO, NZ*. PL. FT. RO. RU. SO. SB. 



DE, DX, ES, FR, GB. 

CG, CI. CM, GA, GN. 
A 19930913 
A 19940819 
Al 19941207 
81 19970423 

DE, DK, ES, FR, GB. 
T 19950511 
A2 19951128 
T 19970515 
A . 19960507 
A 19941011 
A 19940819 



OTHER SOURCE(S): 



HARPAT 120:244394 



GR, IE, IT, LU, 
ML, MR, SN, TD, 
AU 1993-35097 
ZA 1993-1193 
EP 1993-904230 

GR, IB, IT, LI, 
JP 1993-514633 
HU 1994-2280 
AT 1993-904230 
US 1994-288185 
NO 1994-3055 
FI 1994-3817 
GB 1992-3608 
GB 1992-13093 
GB 1992-24629 
WO 1993-GB346 
GB 1993-16722 



HC, NL, PT, SB, 
TG 

19930219 
19930219 
19930219 

LU, MC, NL, PT, 
19930219 
19930219 
19930219 
19940809 
19940818 
19940819 
A 19920220 
A 19920619 
A 19921124 
A 19930219 
A 19930812 



Karen Cheng 
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by 



Title coapd9. I [tf - CO. SO. S02/ X - 00. SO, S02, C0CH2 (with CO end 
bound to Y), provided that 21 of V and X contains COi Y - certain 
(un) substituted OH or NH2 groupsi Z - different (un) substituted OH or NH2 
groupsi Rl - R. Me. halo, (anidated or esterified) C02H or CH2C02HI R2 - 
groups for Rl, or COZ* (Z* - Z) when Z is absent and V - Hi or R1R2 ■ pi 
bondt R3. M - halo, aioino, N02, cyano, S02NU2, alkyl, alkoxy, (amidated 
or esterified) C02H» R5. R6 - H, R3» n, n • 0-4, provided that both are 
i 2 unless R3 or R4, resp.. are exclusively halo] were prepared as 
ligands binding at.cholecystokinin (CCK) and gastrin receptors. .Thus. . 
2,3,5.6-dib«nzobicyclo[2.2.2]octane-7.8-dicarbaxylic acid anhydride 
reacted with l-adaauntanenethylanine. the resultant acid-amide was 
condensed with H-L-Pro-0CH2Ph.HCl using PyBOP, and the benzyl ester 
function was hydrogenolyzed and reesterified with diazooMthane to give 
title compound cis-XI as a mixture of 2 diastereoners which were separated 



repeated crystallization These isomers bound to CCKB receptors (mouse 
cortical 

raentorane) with pKi - 5.8 and 7.3. Included are 238 synthetic examples, IH 
NMR data for all final products (free bases or N-methyl-O-glucanine 
salts), and receptor-binding results (OCKA, CCKD, and gastrin) for most X. 
153459-15-SP 153543-51-2P 

RLs BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)) THU (Therapeutic use) « 
BIOL (Biological study); PRSF (Preparation)) USES (Uses) 

(preparation of. as CCX and gastrin antagonist) 
1S34S9-1S-5 CAPLUS 

9. lO-Ethanoanthracene'-ll. 12-dicarboxamide, N- (1-cyanoethyl) -9. 10-dihydro- 
N*-{tricyclo(3.3.l.l3,71dec-l-ylmethyl)-, (11S-(11«(R*) .12«] ] - 
(9CI) (CA INDEX NAME) 



IT 



Lll ANSVER 53 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 






C-NH-CH-Me 
II I 
0 CN 

RN 153543-S1-2 CAPLUS 

CN 9.10-Ethanoanthracene-ll,12-dicarboxamid^, N- (1-cyanoethyl) {9,10-dihydro- 
N'-(tricycloI3.3.1.13,7]dec-l-yljnethy>f-, (11R-{11«(S*) . I2arj- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1993:603857 CAPLUS 
119:203857 

Preparation of modified peptides transportable into 
the central nervous system 

Arvantis, Argyriosi Cain, Gary Avonni Christos, Thomas 

Eugene) Confalone, Pasquale Nicholas; Pottorf, Richard 

Scotti Schmidt, tfilliam Koch 

Du Pont Merck Pharnaeeutical Co.. USA 

PCT Int. Appl.. Ill pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KINO DATE 



APPLICATION NO. 



Al 



tfO 9300359 

V: AU, CA, JP 
Rtft AT. BE. CH. OB. 



19930107 VO 1992-US4968 



19920618 



AU 9222381 
PRIORITY APPLN. 

OTHER SOURCB(S) : 



:. ES, FR, GB, GR, IT, LU, MC, NL, SE 
1993012S AU 1992-22381 19920618 
US 1991-723616 A 19910627 

VO 1992-US4968 A 19920618 

HARPAT 119:203857 

YVnXnAl-H-A-B-C-D-E-F-2 [Y - Upophilic aolety LOO, R(CB2)p (0(CH2)rf p. r 

- 0-6i L *■ (substituted) alkyl. perf luoroalkyl. cycloalkyl. bicycloalkyl. 
tricycloaiVyl, etc.) R - cycloalkyl, heterocyclyl, (substituted) aryl) V - 
Arg, 0-Arg, 0-Lys, Pro, Nle, Lys, Orn, homoarginine, 2, 4-diaminobutyric 
acid, 2, 3-diaminopropionic acid, N-methylnorleucine, 4- 

aminocyclohexylalanine residues) X - V, Ala, etc.) m, n * O.lf A. Al, C. E 

- OONH, CONKe, NMeCO, CH2NH, CH20, CH2S, CStOi, NHCONH. S0CH2, S02CH2. 
NKSC, CK:CH, CH2CH2, CF2C72, CF:C7, CFrCH. CH2CH(0H). cyclopropylene. 
4,5-tetrazolyldiyl, etx.; H *• Pro, N-methylaoinobutyric add residue) B - 
Tyr, Phe. Trp, naphthylalanine, phenylglycine, p-phenylproline 
residues; D ~ lie. Leu, tert- leucine, phenylglycine residues; F ~ Leu. 
Val, Met) Z - OH. alkoxy], were prepared Thus, Q-Arg-Pro-Tyr-Ile-Leu- 
OH.HOAC (Q - l-adamantanecarbonyl) , prepared by solid phase coupling on 
phenylacetafflidomethyl resin using BOC-protected amino acids and 
DCC/I-hydroxybenzotriazole, shonred Ri - 144 nK in a neurotensin binding 
assay and ED50 - 14 mg/kg i.v. in the phenylqmnone writhing test in mice. 
1S0463-82-4P • 

RL: SPN (Synthetic preparation}) PREP (Preparation) 
• (preparation of, as intermediate for neurotensin analog) 
150463-8Z-4 CAPLUS 

Tricyclo[3.3.1.13,7]decane-l-carboxaraide, N-[4-cyano-l-(phenylmethyl) -4- 
piperidinylj- (9CX) (CA INDEX NAME) 



Fh-CH2 



Karen Cheng 
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1993:539600 CAPLUS 
119:139600 

Preparation and formulation of 3'-oxD-4'-aza'>Sa- 

androst(-l-ene)-17p-carboxamides and analogs ai 

testosterone 5a-reductasa Inhibitors 

Biollaz. Michel 

Ciba-Geigy A.-G., Swltz. 

Bur. Pat. Appl., IS pp. 

CODEN: EPXXDV 

Patent 

German 



PATENT NO. 


KINO 


DATE 


APPLICATION NO. 


DATE 


BP 


538192 


Al 


19930421 


EP 1992-810766 


19921008 


EP 


538192 


Bl 


19970423 










R: AT. BE, CH. 


OE. DK, 


, ES, FR, 


GB, GB, IE, IT, LI, 


LU, NL, PT, SB 


US 


5304562 


A 


19940419 


US 


1992-954081 


19920930 


XL 


103361 


A 


19970610 


IL 


1992-103361 


19921005 


CA 


2080054 


Al 


19930410 


CA 


1992-2080054 


19921007 


AU 


9226261 


A 


19930422 


AU 


1992-26261 


19921007 


AU 


657579 


B2 


199S0316 








NO 


9203911 


A 


19930413 


NO 


1992-3911 


19921008 


ZA 


9207747 


A 


19930413 


ZA 


1992-7747 


19921008 


HU 


62600 


A2 


19930528 


HU 


1992-3189 


19921008 


AT 


152121 


T 


19970515 


AT 


1992-810766 


19921008 


ES 


2101073 


T3 


19970701 


ES 


1992-810766 


19921008 


JP 


05213989 


A 


19930824 


JP 


1992-271226 


19921009 


US 


5376710 


A 


19950103 


US 


1993-132399 


19931006 


UTY APPLN. INFO. : 






CH 


1991-2978 


A 19911009 










US 


1992-954081 


Al 19920930 



OTHER SOURCE(S): 
GI 



MARPAT 119:139600 




Rlk 



Title compds. {I; A - NR2X, NR2YZ, OX, OYZ; Rl - H. Me, Et; R2 - H, alk] 
X - Cl-2 alkylene, C3-6 cycloalkylidene; Y - bond, Cl-6 alkylene; Z - 
(substituted) phenylene; dashed line optional bond] were prepared as 
testosterone 5a-reductase inhibitors (no data) . Thus. 
3-oxo-4-aza-5a-androstane-17^carboKylic acid was converted to 
the acid chloride which was condensed with 4- (H2N)C6H4CN to give 
N- (4-cyanophonyl) -3-oxo-4 -aza-5a-androstane-17^carboxamide. 
149281-14-lP 1492BI-19-6P 1492ei-20-9P 
149281-21-OP 149281-22-lP 149281-23-2P 
149281-24-3P 1492B1-25-4P 1492B1-26-SP 
149281-31-2P 
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RL: SFN (Synthetic preparation) > PREP (Preparation) 
(prepn. of, as testosterone reductase inhibitor) 
RN 149281-H-l CAPLUS 

CN lII-Indeno[S, 4>flquinoline-7-carboxaBu.de, N- (1-cyano-l- 
Mthylothyl) hexadecahydro-4a, 6a-diBethyl-2-oxo-, 
(4aR,4bS,6aS,7S,9a5,9bS.llaR)- (9CI) (CA INDEX NAME) 

Absolute stereochamistry. 
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RN 149281-19-6 CAPLUS 

CN lH-Indeno(5.4-fl qui nDline-7-ca rboxaraide , N- ( 1 - cy a no- 1 -me thyl e t hy 1 ) • 
2. 4a. 4b. S. 6, 6a. 7. 8, 9. 9a. 9b. 10. 11, lla-tetcadecahydro-4a, 6a-dim*thyl 
(4aR.4bS.6aS.7S,9aS,9bS.llaR)- (9Ct) (CA INDEX NAME) 

Absolut* 9tereochenl9try. 




RN 14928 1-20-9 CAPLUS 

CN IR-IndanoCS. 4-flquinolin«-7-carbo>iamid«, N- (1-cyano-l- 
methylethyl) he«adecahydro-l, 4 a, 6a-triMthyl-2-OKO-, 
(4aR,4bS.6aS,7S,9aS.9bS.llaR)- (9CI) (CA INDEX NAME) 

Absolute stareocheaistry. 




RN 149281-21-0 CAPtUS 

CN lH-Indeno[S.4-f]quinoline-7-carboxamide, N- (1-cyano-l-methylethyl) - 

2, 4a, 4b, 5, 6. 6a/7, B, 9. 9a, 9b. 10. 11, lla-tetradecahydro-1. 4a, 6a-trimathyl-2- 
OXO-. (4aR,4bS.6aS,7S.9aS,9bS,llaR)- (9CI) (CA INDEX NANS) 

Absolute stereocbetnistry. 



149281-22-1 CAPLUS 

lH-Indeno{5,4-f]quinoline-7-cacboxamido, N- (1-cyano-l-ethylpropyl) - 
2, 4a, 4b, 5, 6, 6a, 7, 8. 9, 9a, 9b, 10, ll, lla-tetradecahydro-4a, 6a-diMthyl-2-i 
(4aR,4bS,6aS.7S,9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 
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RN 149281-23-2 CAPLUS 

CN lH-Indeno[5,4-f]quinolina-7-cairboxaaide, N-(l-cyano-l-n^thylpropyl)- 
2, 4a, 4b, S, 6, 6a, 7, 8, 9,9a, 9b, 10, 11, lla-tetrad*cafaydro-4a,«a-dinethyl-2 
(4aR,4bS,6aS,7S.9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stareochemistcy. 




RN 149281-24-3 CAPLUS 

CN lH-IndenoI5, 4-f]quinoline-7-carboxamide, H- (l-cyanocycliq>ropyl) - 

2, 4a, 4b, 5, 6, 6a,7,8,9,9a,9b, 10,ll,lla-tetradecahydro-4a.6a•dlmethyl-2• 
(4aR.4bS.6aS.7S,9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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lH-Indenol5,4-f]quinoline-7-carboxamide, H- (l-cyanocyclopcntyl)- 
2, 4a, 4b, 5, 6, 6a, 7, 8 , 9, 9a, 9b, 10, 11. lla-tetradecahydro-4a. 6a-diaMthyl-2-i 
(4aR,4bS,6aS,7S,9aS.9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stareochemistcy. 




149281-26-5 CAPLUS 

lH-Indeno[S,4-f] qui noline-7-ca rbox anide , N- ( 1 -cy anocyclohexy 1 ) - 
2. 4a. 4b, S. 6, 6a, 7,8.9. 9a. 9b, 10, 11. lla-t*tradecahydco-4a.6a-diBethyl-2-i 
(4aR,4bS.6aS.7S,9aS.9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stereochendstcy. 




RN 149281-31-2 CAPLUS 

CN lH-Indeno(5, 4-f ]quinoline-7-carboxanide, N- (1-cyano-l-nethylathyl) - 
2. 4a, 4b, 5, 6, 6a. 7, 8, 9, 9a, 9b, 10.11, lla-tetcadecahydco-N, 1,4a, 6a-tetrai 
2-OXO-, (4aR.4bS,6aS.7S.9aS,9bS,llaR)- (9CI) (CA INDEX NAME) 

Absolute stersocheRdstcy. 



•thyl 



RN 149261-25-4 CAPLUS 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1993:254501 CAPLUS 
118:254501 

«-Ainino-o-trif luoromethylphonylacetonltril 
e: a potential reagent for fluorino-19 NMR 
determination of enantiomeric purity of acids 
Koos, Hiroslavi Hosher, Harry S. 

Dep. Chem., Stanford Univ., Stanford, CA, 94305, USA 
Tetrahedron (1993), 49(8). 1541-6 
CODEN: TBTRABi ISSN: 0040-4020 
Journal 
English 

CASREACT 118:254501 
-Araino-a- (trifluoromethyl)phenylacetonitrilo, 
PhC(CF3) (CN)NH2, 2, in which the amino group is located on a crowded, 
chiral, quaternary carbon center, was studied as a potential reagent for 
the 19F NMR determination of enantiOBeric purity of chlral adds fay 
conversion to 

their corresponding diastereomeric amides. The differences in the 19F NMI 

chemical shifts of the R,R/S,S vs. R,S/S,R diastereomeric 

amides prepared from amine 2 and ten chiral acids range up to 0.266 ppm. 

Eight of the ten examples have A& in excess of the useful min. 

of 0.02 ppm. These values are not notably superior to those of other 

known reagents. 
IT 147B48-1B-9P 147921-37-7? 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and fluorine-19 NMR of) 
RN 14784B-1B-8 CAPLUS 

CN 2-Oxabicyclo[2.2.11heptane-l-carboxafflida, N- (l-cyano-2,2. 2-trifluorD-l- 
phenylethyl)-4,7,7-t^imethyl-^-o«o-, (lS-ria(S*).4pJJ- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 147921-37-7 CAPLUS 

CN 2-Qxabicyclo[ 2 .2.1} heptana-l-carboxamide, N- (l-cyano-2, Z, 2-trlf luoro-l- 
phenylethyl)-4,7,7-trimethyl-3-oxo-, (lS-(la(R*) ,4pl ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochenistry. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1991:442143 CAPLUS 
115:42143 

Hormones and antihornones. The steroidal model 
Fornstecher, P. A.» Lefebvre, P.i flurollaud, T. 
Lab. Biochira. Struct.. Fac. Med., Lille, 59045, Fr. 
Journal de Pharmade de Belgique (1991), 46(1), 37-48 
CODEN: JPBEAJf ISSN: 0047-2166 
Journal! General Review 
French 

Structure activity relationships of a series of 17p>carboxamide 
derivs. of dexanethasone are described. The affinity of these compds. for 
the glucocorticoid receptor depends on the nature of the 17p-sido 
chain substituent. An effect is observed at a rather large distance from 

steroid nucleus. Haxlnal affinity Is obtained vlth aromatic substltuents. 

Antiglucocorticold activity seems to be correlated with a high dissociation 
rate constant of the steroid receptor complexes and probably excludes the 
existence of a very active an ti glucocorticoid in these series. 
Dexamethasone 17p-carboxamide derivs. share with all other 
antiglucocorticoids tested the same ability to stabilize a high a»l. fora 
of the receptor associated to HSP90, a heat shock protein. In Intact cells. 
These data were accompanied by a review of recent findings on 
antiglucocorticoids and their action mechanism. 
116915-37-8 

RL: BIOL (Biological study) 

(antlglucocorticoid activity and hydrophobidty of. nol. structure In 

relation to) 
116915-37-fl CAPLUS 

Androsta-l, 4-d^ne-17-carboxamide, N- (cyanomethyl) >9-f luoro-11. 17- 
dihydroxy-16r^ethyl-3-oxo-, (llp,16«i, 17o) - (9C:) (CA 
INDEX 1 
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1990:4 8692 CAPLUS 
112:48892 

Impcovement in glucocorticoid receptor binding 
affinity concoRiitant to shift fron antagonist to 
agonist activity in a series of 17p-carboxanide 
derivatives of dexaMthasone 

Lefebvre, Philippe; Fornstecher, Pierce; Rousseau, Guy 

G.I Lustenberger, F.f Dautrevaux, Hichel 

Lab. Biochin. Struct., Fac. Hed.< Lille, S904S, Fr. 

Journal of Steroid Biochenistry (1989). 33(4A), 5S7-63 

CODEN: JSTBBK) ISSNi 0022-4731 

Journal 

English 
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dihydroxy-16-methyl-3-oxo-V(llp.l6«,17«)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Modification of the 17p-side chain of the synthetic glucocorticoid 
agonist dexanethasone (I) by periodic oxidation and subsequent coupling to 
various primary amines yield secondary 17p-carboxamidB derivs. 
displaying an tl glucocorticoid activity in vitro, but not in vivo. To 
obtain more potent antiglucocorticoids, new secondary and tertiary 
. 17p-carboxanida derivs. vere synthesized. Although they displayed. an 
ioproved affinity for the glucocorticoid receptor in rat thymus cytosol 
and antiglucocorticoid activity in cat hepatoma (HTC) cells, these new 
coeqpds. vere again devoid of in vivo antiglucocorticoid activity in the 
rat. Moreover, the increase in receptor binding affinity was correlated 
for most compds. with the appearance of a partial agonist activity in HTC 
cells. The tertiary 17p<-carboxamide derivative I diMe displayed the 
highest affinity but was also a partial agonist in vivo. Kinetic studies 
with several trltiated 17p-carboxamide derivs. showed that they had 
association rate eonsts. similar to that of I, but different dissociation 

I 

consts. The rapid dissociation of the compds. displaying antiglucocorticoid 
activity contrasted with the slow dissociation of I diMe. Therefore, 
antiglucocorticoid activity in the 17^car box amide series is probably 
related to the formation of rapidly dissociating glucocorticoid 
receptor- ligand conplexas that are unable to undergo the transformation 
step. 

116915-37-8 

RLt BIOL (Biological study) 

(biol. activity and glucocorticoid receptor binding by, structure in 

relation to) 
116915-37-8 CAPLUS 

Androsta-l, 4-<liane-17-carboxamide, N- (cyanomethyl) -9-f luoro-11, 17- 
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1988:585489 CAPLUS 
109:185489 

Preparation of acylaninonitriles as insecticides, 
acaricides and herbicides 

Burger, Klauai Kuber, Erasmusi Ganzer, Nichaali 

Puttner, Reinholdi Arndt, Friedrichi Joppien, Hartmut 

Schering A.-G., Fed. Rep. Ger. 

Ger. Of fen., 10 pp. 

CODEN: GWXXBX 

Patent 
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1988:563648 CAPLUS 
109:163648 

High-performance liquid chromatography in Che 
evaluation of the lipophilicity of 
17p-carboxamide steroid derivatives 
Maes, P.; Formstecher, P.i Lustenberger, P.f 
Dautrevaux, H. 

Lab. Biochim. Struct., Fac. Med., Lille, S9045, Fl 
'Journal of Chromatography (19BB), 445(2), 409-16 
CODEN: JOCRAMf ISSN: 0021-9673 
Journal 
EngUsh 



KIND DATE 



APPLICATION NO. 



OATS 



DE 3704100 
PRIORITY APPLN. INFO, 
OTHER SOURCE (S; 
AB 



19880818 



DE 1987-3704100 19870206 
DE 1987-3704100 19870206 
CASREACT 109:1854891 HARPAT 109:185489 
The acylaminonitriles RCONHC(CF3)2CN (Ii R - H, (un) subs Utu ted alkyl, 
alkenyl, allcynyi, cycloalkyl, Ph, etc.] were prepared 3,4- 
C12CfiH3CON:C(CF3)2 was heated, at 80', with Me3SiCN, in toluene, 
for 80', to give an intermediate, which was hydrolyzed with HCl, to 
give I (R - 3,4-C12C6R3) (II). II (0.0064%) totally controlled Plutella 
xylostella on Brassica oleracea botrytis leaves, in the laboratory 
117283-44-OP 

RL: SPN (Synthetic preparation) > PREP (Preparation) 

(preparation of, as herbicide and Insecticide) 
117283-44-0 CAPLUS 

Cyclohexanecarboxamide. N- (l-cyano-2. 2, 2-trif luoro-1- 
(trifluoromethyl) ethyl)- (9CI) (CA INDEX NAME) 





Octanol -phosphate buffer partition coeffs. as an expression of 
lipophilicity of 38 dexanethasone carboxaraide derivs. (I, R - H, alkyl, 
phenylalkyl, amino- or carboxyalkyl, etc) were correlated with log k* 
(capacity factors) measured directly by reversed-phase HPLC. These log k' 
values can thus be used to establish QSAR between chromatog. retention 
parameters of steroids and the dissociation constant of complexes formed 

t 

the glucocorticoid receptor. 
116915-37-8 

RL: BIOL (Biological study) 

(HPLC retention correlation with lipophilicity of, QSAR in relation to) 
116915-37-8 CAPLUS 

Androsta-l, 4-diene-17-earboxa^e, N- (cyanomethyl) -9- fluoro-11, 17- 
dlhydrQ«y-16-methyl-3-oxo^^ll^,16a,17a)- {9CI) (CA 
INDEX NAME) 



Absolute stereochemisti 
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PATENT INFORMATION: 



PATENT NO. 



JP 62103067 
PRIORITY APPLN. INFO.: 



1987:496717 CAPLUS 
107:96717 

A process for the preparation of 

(acylaraino)pyr8zolylacetonlt riles and agricultural 

fungicides and herbicides containing them 

Ishii, TsutoQOJi Tanaka, Yoshinori; ShiDDtori« Hitoshit 

Nishida, Hakoto; Hojo, Sachoshi 

Mitsui Toatau Chenicals, Inc., Japan 

Jpn. Kokai Tokkyo Koho. 13 pp. 

CODEN: JKXXAF 

Patent 

Japanaaa 

1 



KINO 
A 



DATE 
19870S13 



APPLICATION NO. 



JP 1985-240665 
JP 1985-240665 



19851029 
19851029 



rconhch;:' ^n^ 



AB The title conqxls. (It R - alkyl, alkenyl, alkoxyalkyl, cycloalkyl, 

haloalkyl, haloalkenyl, halocycloalkyl) , useful as agricultural fungicides 
and herbicides for a rice paddy, were prepared 
-T • ((CyeXohesyIcarbonyl)aaino]acetonitrile was broainated in EtOAc. folloved . 
by dropwise addition of a solution of pyrazole and Et3N in THF. The 

nixture was 

allowed to react for an addnl. 0.5 h at 0-5* to give 76.91 I (R - 
cyclohexylcacbonyl) . In postemergenca treatnent, the latter gave 95-100% 

control of Echinochloa crus-galli. 
IT 35970-22-0 

RL: RCT (Reactant) ; BACT (Reactant or reagent) 
(bromi nation and ami nation of, by pyrazole) 
RN 35970-22-0 CAPLUS 

CN CycloheKanecarboxanide, N-(cyanomethyl)- (9CI) <CA INDEX NAME) 



a 



C-NH-CH2-CN 



110023-30-8P 110023-31-9P 110023-32-OP 
110023-40-OP 110023-44-4P 



ANSWER 61 OF 70 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RL: AGR (Agricultural use)/ BAC (Biological activity or effector, except 
adverse)! BSU (Biological study, unclassified)! SPN (Synthetic 
preparation) » BIOL (Biological study)! PREP (Preparation)! USES (Uses) 

(prepn. of, as herbicide and agrochea. fungicide) 
110023-30>8 CAPLUS 

Cyclohesanecarboxamide, N-(cyano-lH-pyrazol-l-yiBethyl) - (9CI) (CA INDEX 
NAME) 



0 1 II 
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RN 110023-31-9 CAPLUS 

CN Cyclohesanecarbosaaide, 2-bromo-N- (cyan^lH-pyrazol-l-ylawtbyl) - (9CX) 
(CA INDEX NAME) 





IGETT 2007 ACS on STN 



RN 110023-32-0 CAPLUS 

CN Cycloheaanecarboxamlde, N- (cyanoAlH-pyrazol-l-yliaethyl) 'l^methyl- (9CI) 
(CA INDEX NAME) 



CN O Me 
^ N CH-NH-C 



RN 110023-40-0 CAPLUS 
CN Cycloheaanecartxniaiiiide, l-brOBO-N-(cyano-lH-pyrazol-l-ylBethyl)- (9CI) 
(CA INDEX NAME) 



CN O Br 



^ N — CH-NH-C— K> 



RN 110023-44-4 CAPLUS 

CN CycloheKanecarboxanide; 3, 4-dibroao-N- (cyano-lH-pyrazol-l-ylnethyl) - (9CI) 
(CA INDEX NAME) / 
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1982:593266 CAPLUS 
97:193266 

Synthesis and biological evaluation of a 

laetazocine-containing enkephalin amide. Evidence for 

nonidentlcal roles of the tyramine moiety in opiates 

and opioid peptides 

Ramakrishnan, K.i Portoghesc, P. S. 

Coll. Pharn., Univ. Minnesota, Minneapolis, MH, 5S4SS, 

USA 

Journal of Medicinal Chemistry (1982), 2S(12). 1423-7 

CODEN: JMCHARf ISSN: 0022-2623 

Journal 

EngUsh 





CO-{Gly) 2-Phe-Met-N] 
NMe 
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NC^ 



KN S343S-00-1 CAPLUS 

CN 2,6-Methano-3-b«'nzazoclne-2(lH)-carbosamida. N- (cyanomethyl) -3, 4»5,6- 
tetrahydrD-8-iDethoxy-3, 6, ll-trlBsthyl-, [2R- (2a, 6fi, IIR* ) ] - 
(9CI) (CA INO^ NAME) 

Absolute steraochamistry. 



The title compound (-)- (2R.6R.11R)-I (1.2, 3.4,5, 6-hexahydro-8-hydroKy-3, 6,11- 
triraethyl-2, 6-methano-3-benzazocin-2-yl) carbonyl] glycylglycylphenylalanyla 
ethloninamlde (t) (03380-08-9] prepared by coupling (-)- 
'(2a,6ci,lla)-[(l,2.3.4,S;6-hMaliydro-e-hydro]iy-3,6,ll- . ■ . 

trlmethyl- 2, 6-Dethano-3-benEasocln-2-yl) catbonyl] glycine [83435-02-3] 
with glycylphenylalanylfflethlonlnaolde-HCl [75189-51-4], and some of Its 
congeners were evaluated in elec. stimulated myenteric plexus of guinea 
pig ileum and mouse vas deferens to test the hypothesis that the tyranlne 
moiety present in opiates and in opioid peptides plays an identical 
functional role at opioid receptors. The results Indicate that the 
tyraoine moiety of morphine- related structuras and enkephalin do not play 
identical roles in the interaction tflth opioid receptors. 
83380-06-7P 83435-00-lP 83435-01-2P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and acidification of) 
83380-06-7 CAPLUS 

2, 6-Methano-3-benzazocine-2 (IH) -carboxaiaide. N- (cyanonethyl) -3,4.5,6- 
t«trahydro-B-awthoxy-3,6,ll-tclB«thyl>. (2a,6p. IIR*) - (9CI) 
(CA INDEX NAME) 



Relative staraocheralstry. 




RN B343S-01-2 CAPLUS 

CN 2,6~Methano-3-benzazocln«-2(lH)-carboKamide, N-(cyanoiBethyl)-3.4,S,< 
tet/ahydro-8-Mtho»y-3, 6, 11- trlnathyl-. [2S- {2a, 6p, IIR*) ] - 
(9CI) (CA INDEX NAME) 

Absolut* steraochsBistcy. 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1979:419465 CAPLUS 
91:19465 

Voltammetric study of the anodic oxidation of enolate 
carbanions 

Kern, Jean Marc; fedorlin, Paul 

Inst. Chim., Univ. Louis Pasteur, Strasbourg, 67000, 
Fr. 

Journal of Elect roanalytical Chemistry and Intarfadal 
Electrochemistry (1978), 96(2), 209-28 
CODEN: JEIEBC; ISSN: 0022-0728 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A voltammetric study of the anodic oxidation of the enolate carbanions of 
P-ketonlt riles RCH(CN)00R1 has been carried out in He2SO. The 
variation of Eok of these spadas as a function of the nature of R and Rl 
vas examined Their anodic oxidation process could be Identified by anal, ol 
the voltamperometric curves obtained both at the rotated Pt electrode and 
at the stationary electrode. Cyclic voltammetry has confirmed that this 
is an ec overall irreversible process. The electrochem. reaction e 
yielding a neutral radical is followed by the very fast dlmerization 
(2nd-order chemical ceaction c) . The formation of different kinds of 
. dimers, 

depending on the nature of the oxidized enolates, has been observed during 

controlled potential electrolysis. 
IT 70230-44-3P 

RL: SPN (Synthetic preparation)* PREP (Preparation) . 
(preparation of) 
RN 70230-44-3 CAPLUS 

CN Bicyclo(2.2.1] heptane- 2-carboxamidB, N- (2-cyano-4, 7, 7-trimathyl-3- 

oxobicyclo[2.2.l)hept-2-yl)-4,7,7-trlmethyi-3-o«o- (9CI) (CA INDEX NAME) 
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1979:179908 CAPLUS 
90:179908 

Structure-activity relationships of dineric 
Catharanthus alkaloids. 2. EKperimental anti tumor 
activities of N-substituted deacetylvinblastine aaiide 
(vlndaaina) sulfates 

Conrad, Robert A.i Cullinan. George J.i Gerzon, ICoert« 
Poore, Gerald A. 

Lilly Res. Lab., Eli Lilly and Co., IndianapoUs, IN, 

USA 

Journal of Medicinal Chemistry (1979), 22(4), 391-400 

CODEN: JMCMARi ISSN: 0022-2623 

Journal 

English 
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to maytansine and vincristine. Structure-activity relations are 

discussed. 
5S324-82-8P 

RL: BAG (Biological activity or effector, encept adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation)* USES (Uses) 

(preparation and antitunor activity of) 
55324-82-8 CAPLUS 

vincaleukoblastlne, 3- [ ( (cyanomethyl) amino] carbonyl] -04-deacetyl-3- 
de(nethoxycarbonyl)-, 8ulfata,,(salt> (9CI) (CA INDEX NAME) 



CRN 55324-B1-7 
CMF C4S HS6 N6 07 




S X H2SO4 



The synthesis and antitumor activities of 40 N-substituted vindesine 
[53643-48-4] analogs I (R - H or He; Rl - Me, CH2CN, CH2CH2SH, etc.) are 
described. I were synthesized by reaction of deacetylvinblastine acid 
azide (55324-86-2] with appropriate aiaines. I; R - H, Rl - 
CH2CH20H. XH2S04 [SS324-80-6] was superior in suppressing the groirth of 
Gardner ly^hosarcoaa and Ridgvay osteogenic sarcona but was less active 
against B16 melanoaa than vindesine in mica. In terms of collective 
antitumor activity against the model systems used, vindesine had optimum 
quantities. II (66791-70-6] had a comparable antitumor activity profile 
to vindesine and had activity against a P388/VCR leukemia strain resistant 
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1977:579027 CAPLUS 
97:179027 

Herbicide antidotes 

Pallos, Ferene M.i Brokke, Hervln B.f Arneklev, Ouane 
R. 



Stauffer Chemical Co., 

U.S., 46 pp. 

COOEN: USXXAH 

Patent 

EngUsh 

5 



USA 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 


4021224 


A 


19770503 


US 


1975-641783 


19751217 


US 


4137070 


A 


19790130 


US 


1971-208041 


19711209 


CA 


1174865 


Al 


19840925 


CA 


1972-139060 


19720406 


NL 


7204894 


A 


19721018 


NL 


1972-4894 


19720412 


NL 


175965 


B 


19840903 








NL 


175965 


C 


19850201 








00 


102075 


AS 


19731212 


DD 


1972-162258 


19720412. 


OK 


143583 


B 


19810914 


DK 


1972-1773 


19720412 


OK 


143583 


C 


19820201 








CS 


196241 


B2 


19800331 


CS 


1972-2480 


19720413 


BE 


782120 


Al 


19721016 


BE 


1972-116328 


19720414 


FR 


2133793 


A5 


19721201 


FR 


1972-13316 


19720414 


FR 


2133793 


Bl 


19770624 








ZA 


7202519 


A 


19730131 


ZA 


1972-2519 


19720414 


BR 


7202240 


DO 


19730503 


BR 


1972-2240 


19720414 


AU 


7241186 


A 


19731018 


AU 


1972-41186 


19720414 


IL 


39219 


A 


19781217 


IL 


1972-39219 


19720414 


DE 


2266035 


C2 


19871029 


DE 


1972-2266035 


19720414 


IT 


953649 


B 


19730810 


IT 


1972-23209 


19720415 


ES 


401779 


Al 


19751101 


ES 


1972-401779 


19720415 


GB 


1396941 


A 


19750611 


GB 


1972-14754 


19720416 


GB 


1396942 


A 


19750611 


GB 


1974-54475 


19720416 


CH 


577785 • 


A5 


19760730 


CH 


1972-5637 


19720417 


flO 


78996 


Al 


19820625 


RO 


1972-70563 


19720417 


RO 


83875 


Al 


19840402 


RO 


1972-108380 


19720417 


RO 


83877 


Al 


19840402 


RO 


1972-108381 


19720417 


DK 


7503225 


A 


19751020 


OK 


1975-322S 


19750715 


DK 


141231 


B 


19800211 








OK 


141231 


C 


19600728 








OX 


7503224 


A 


19751103 


DX 


1975-3224 


19750715 


DK 


136231 


B 


19770912 








US 


4124372 


A 


19781107 


US 


1976-710503 


19760802 


DX 


7604782 


A 


19761022 


DK 


1976-4782 


19761022 


DK 


141712 


B 


19800602 








DK 


141712 


C 


19801027 








US 


4124376 


A 


19781107 


US 


1977-759687 


19770117 


US 


4269618 


A 


19810526 


US 


1978-930967 


19780804 


US 


4276078 


A 


19810630 


US 


1979-49767 


19790618 


US 


4341550 


A 


19820727 


US 


1979-55578 


19790709 


US 


4392884 


A 


19830712 


US 


1980-147434 


19800507 


us 


4519833 


A 


19850528 


us 


1981-292330 


19810813 


us 


4517012 


A 


19850514 


US 


1982-363673 


19820330 


us 


4415352 


A 


19831115 


us 


1982-369322 


19820416 


us 


4415353 


A 


19831115 


us 


1982-441963 


19821115 
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us 


1984* 


640287 




19840813 


us 


1986- 


850424 




19860407 


us 


1971-134868 


A2 


19710416 


us 


1971-208041 


A3 


19711209 


DX 1972-1773 


A 


19720412 


US 


1972-297561 


A2 


19721013 


US 


1973-356547 


A3 


19730502 


US 


1975- 


641783 


A3 


19751217 


US 


1978' 


930967 


A3 


19780804 


US 


1979- 


55578 


A3 


19790709 


US' 1980-147434 


A3 


19800507 


US 


1980- 


196517 


B3 


19B01014 


US 


1980- 


-196518 


A3 


19801014 


US 


1982-369322 


A3 


19820416 


US 


1983- 


480185 


A3 


19830328 



MARPAT 87:179027 



,CH2CH-CH2 
COCHCI2 



Plant protection against injury by herbicides is obtained by addition to the 
soil or crop seed of an antidote RC0NR1R2 (R - haloalkyl. alkyl, 
cycloalkyl, halogen, H, etc.; Rl and R2 can be the same or different and - 
H, alkyl, alkynyl, NH2, Ph, etc., or NR1R2 - piparidinyl, oxazoUdyl, 
etc.). Thus, in greenhouse tests, 10 9 corn seed treated with 50 mg I 
[39085-02-4] and planted in EPTC [759-94-41 -treated soil (6 lb/A) showed 
no injury after 2 and 4 weeks compared to 55 and 60% injury, resp., for 
the untreated controls. The syntheses of the antidote compds. are given. 
39106-30-4P ^ 
RL: SPN (Synthetic preparation) 1 PRE^ (Preparation) 
(preparation and herbicidal^alftidote activity of) 
39106-30-4 CAPLUS 

TricycloE3.3.1.13,7]decan^-carboKamide, H-d-eyano-l-methylethyl) - (9CI) 
(CA INDEX NAME) 




Karen Cheng 



10560672restrict 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) ! 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1975:57996 CAPLUS 
B2:57996 

Amine derivatives of vinblastine, leurosicUna and 
leucocristine 

Culilnan, George 3,t Gerzon. Koert 

EU UXly and Co. 

Ger. Of fen., 40 pp. 

CODEN: GVXXBX 

Patent 

Geraan 

3 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DE 


2415980 


Al 


19741010 


OE 


1974-2415980 




DE 


2415980 


C2 


19891109 








ZA 


7401674 




19751029 


ZA 


1974-1674 


19740313 


IL 


44415 




19780831 


IL 


1974.-44415 


19740313 


AU 


7466719 




19750918 


AU 


1974-66719 


19740315 


CA 


1042428 




19781114 


CA 


1974-195760 


1974 0322 


GB 


1463575 


a 




GB 


1974-13101 


19740325 


FR 


2223044 


Al 


1974 1025 


FR 


1974-11519 


19740329 


FR 


2223044 


Bl 










CH 


603669 


A5 


19780831 


CH 


1974-4463 


19740329 


NL 


7404423 


^ 


IV t% 1UU4 


NL 


1974-4423 


i9 f eu4Ui 


NL 


181079 


B 


19670116 








NL 


181079 


C 


19870616 








AT 


7402679 


A 


19770415 


AT 


1974-2679 


19740401 


AT 


340605 


B , 


19771227 








CS 


185223 


B2 


19780915 


CS 


1974-2335 


19740401 


AT 


345996 


B 


19781010 


AT 


1975-9801 


19740401 


DK 


141511 


B 


19800408. 


• OK 


1974-1787 


19740401 


DK 


141511 


C 


19800929 








SU 


731900 


A3 


19800430 


SU 


1974-2013753 


19740401 


SE 


416206 


6 


19B01208 


SE 


1974-43B0 


19740401 


SE 


416206 


C 


19810326 








BE 


813168 


Al 


19741002 


BE 


1974-1005847 


19740402 


JP 


49128000 


A 


19741207 


JP 


1974-37765 


19740402 


JP 


59019117 


B 


19S40502 








00 


113538 


A5 


197S0612 


DD 


1974-177632 


19740402 


ES 


424882 


Al 


19761216 


ES 


1974-424882 


19740402 


RO 


77533 


Al 


19820201 


RO 


1974-98695 


19740402 


RO 


73524 


Al 


19841031 


RO 


1974-78274 


19740402 


SU 


784783 


A3 


19801130 


SU 


1975-2151512 


19750704 


SU 


652896 


A3 


19790315 


SU 


1975-2152020 


19750709 


ES 


446571 


Al 


19770616 


ES 


1976-446571 


. 19760331 


SU 


623522 


A3 


19780905 


SU 


1976-2429453 


19761220 


US 


4203898 


A 


19800520 


us 


1978-954514 


19781025 


us 


4479957 


A 


19B41030 


us 


1981-250459 


19810402 


JP 


59193895 


A 


19841102 


JP 


1983-238722 


19831216 


J? 


60033837 


B 


19850805 









PRIORITY APPLN. INFO. : 



us 1973-347275 
US 1974-446869 
AT 1974-2679 



A 19730402 
A2 19740228 
A 19740401 
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US 1975-539681 
US 1976-721650 
US 1977-829693 
US 1978-935828 
US 1979-101335 



(Continued) 

A2 19750109 
A2 19760908 
Al 19770829 
A2 197B0B22 
Al 19791206 



GI For dlagran(9), see printed CA Issue. 

AB Amides of vinblastine I (A - HO, Rl " H, R2 - Me, n3 - H2N, MeNH, EtNH, 
H2NNH, HOCH2CH2NH, Me2N, NCCH2CH2NH, He2CHNH, Me2HCH2CH2NHi R4 - Ac) 
leurosidine I (R - H, Rl - HO. R2 - He, R3 - H2N, H2NNHf R4 - H) , and 
leurocristine I (R - HO, Rl - B, R2 - H, HCOi R3 - HeNH, H2N, EtNH, R4 - 
H) and their sulfate salts <23 conpds.), which inhibited tuimrs in mice, 
were prepared by treating the Utla compds. with R3H in anhydrous HaOH. 

Thus, 

MeNH2 in anhydrous NeOH was treated with vinblastine and the miature was 

stored 

for 8 days at 50* to give a mixture of I (Rl - H, R2 - Me. R3 - HeNH, 
R4 - H, Ac) which was treated with Ac20 and pyridine to give I (R4 - Ac) 
or was separated chromatog. into I (R4 - H) and I (R4 • Ac). 

IT 55324-B2-8P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 
(preparation and carcinostatic activity of) 

RN 55324-82-8 CAPLUS 

CN Vincaleukoblastina, 3- [ { (cyanomethyl) amino] carbonyl) -04-deacatyl-3- 
dc(methoicycarbonyl)-, sulfate (salt) (9CI) (CA INDEX NAME) 

CH 1 



CRN 55324-S1-7 
CH7 C4S H56 N6 07 
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CRN 7664-93-9 
CKF H2 04 S 



O 
II 

HO-S-OH 
II 



IT 55324-B1-7P 

RL: SPN (Synthetic pceparation)/^PRBP (Preparation) 
(preparation of) 
RN 55324-81-7 CAPLUS 
CN Vincaleukoblastine, 3- (( (cySnomathyl) amino] carbonyl] -04-deacetyl-3- 

de(mathOHycarbonyl)- (9cir (CA INDEX 'NAME) 




Karen Cheng 
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1973:29282 CAPLUS 
78:29282 

Culture plant protecting carbamoyl coo^wunds 

Pallos, Ferenc Marcusi Brokke. Marvin Edwardi 

Arnekley. Duane Randall 

Stauffer Chemical Co. 

Ger. Offen., 168 pp. 

CODEN: GWXXBX 

Patent 

German 



PATENT NO. 


KIND 


DATE 


APPUCATION NO. 


DATE 


DE 


2218097 


Al 


19721102 


DE 


1972-2218097 


19720414 


DE 


2218097 


C2 


19870730 








US 


4137070 


A 


19790130 


US 


1971-208041 


19711209 


CA 


1174865 


Al 


19840925 


CA 


1972-139060 


19720406 


NL 


7204894 


A 


19721018 


NL 


1972-4894 


19720412 


NL 


175965 


B 


19840903 








NL 


175965 


C 


19850201 








DD 


102075 


AS 


19731212 


DD 


1972-162258 


19720412 


OX 


143583 


B 


19810914 


DK 


1972-1773 


19720412 


DK 


143S83 


C 


19820201 








CS 


196241 


B2 


19800331 


CS 


1972-2480 


19720413 


BE 


7B2120 


Al 


19721016 


BE 


1972-116328 


19720414 


FR 


2133793 


AS 


19721201 


FR 


1972-13316 


19720414 


FR 


2133793 


Bl 


19770624 








ZA 


7202519 


A 


19730131 


ZA 


1972-2519 


19720414 


BR 


7202240 


00 


19730503 


BR 


1972-2240 


19720414 


AU 


7241186 


A 


19731018 


AU 


1972-41186 


19720414 


IL 


39219 


A 


19781217 


IL 


1972-39219 


19720414 


DE 


2266035 


C2 


19871029 


DE 


1972-2266035 


19720414 


IT 


953649 


B 


19730810 


IT 


1972-23209 


19720415 


ES 


401779 


Al 


19751101 


ES 


1972-401779 


19720415 


GB 


1396941 


A 


19750611 


GB 


1972-14754 


19720416 


GB 


1396942 


A 


19750611 


GB 


1974-54475 


19720416 


CH 


577785 


AS 


19760730 


CH 


1972-5637 


19720417 


BO 


78996 


Al 


19820625 


RO 


1972-70563 


19720417 


RO 


B3B7S 


Al 


19840402 


RO 


1972-108380 


19720417 


RO 


B3877 


Al 


19840402 


RO 


1972-108381 


19720417 


DK 


7503225 


A 


19751020 


OX 


1975-3225 


19750715 


DK 


141231 


B 


19800211 








DK 


141231 


C 


19800728 








DK 


7503224 


A 


19751103 


OX 


1975-3224 


19750715 


DK 


136231 


B 


19770912 








US 


4124372 


A 


19781107 


US 


1976-710S03 


19760802 


DK 


7604782 


A 


19761022 


DK 


1976-4782 


19761022 


OX 


141712 


B 


19800602 








OX 


141712 


C 


19801027 








US 


4269618 


A 


19810526 


US 


1978-930967 


19780804 


US 


4276078 


A 


19810630 


us 


1979-49767 


19790618 


US 


4341550 


A 


19820727 


us 


1979-55578 


19790709 


US 


4392884 


A 


19830712 


US 


1980-147434 


19800507 


US 


4519833 


A 


19850528 


us 


1981-292330 


19810813 


US 


4517012 


A 


19850514 


us 


1982-363673 


19820330 


US 


4415352 


A 


19831115 


us 


1982-369322 


19820416 


US 


4415353 


A 


19831115 


us 


1982-441963 


19821115 
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US 1984-6402B7 

US 1986-850424 
US 1971-134B68 
US 1971-20B04X 
OK 1972-1773 
US 1972-297561 
US 1973-356547 
US 1978-930967 
US 1979-55578 
US 1980-147434 
US 1980-196517 
US 1980-196518 
US 1982-369322 
US 1983-480185 



(Continued) 

19840813 
19860407 
A 19710416 
A 19711209 
A 19720412 
A2 19721013 
A3 19730502 
A3 19780804 
A3 19790709 
A3 19800507 
B3 19801014 
A3 19801014 
A3 19820416 
A3 19830328 
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OTHER SOURCE (S): CASREACT 78:29282 

AB Forty-tiro title COBpds., RC0NR1R2 (Ii R - e.g. n-C9H19, C1CH2, NCSCH2, 
PhCH2, l-8damantyl, or cyclopropyl; Rl or R2 - e.g., H, alkyl, 
CH2CH:CH2. CHe2CN, alkynyi, furfuryl, or 2-pyridylT or NR1R2 - e.g., 
piperidino or morpholino) vere prepared by reaction of RCOCl with HNR1R2. 
Thus, HN(CK2CH:CH)2 was added to Ci2aKX>Cl in CH2C12 at <10' and 
the mixture stirred 4 hr to give I (R - C12CH, Rl - R2 - CH2CH:CH2) . 
Thirty-nine of these I and 474 similar I were used for the protection of 
culture plants, e.g. wheat and corn, against damage by herblddea. 

IT 39106-30-4 

RL: RCT (Reactant) i RACT <Reactant or reagent) 
(plant protection by, froa hecblcidal daiaage) 

RN 39106-30-4 CAPUTS 

CN Tricyclo[3.3.1.13,7]decane-t-c8rboMaBide, N- (1-cyano-l-nethylethyl) - <9CI) 
(CA INDEX NAME) 




ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 

SOURCE: 



1972:123358 CAPLUS 

76:123358 

Proteolytic enzymes. Nature of binding forces between 

papain and its substrates and inhibitors 

tfillians, A.i Lucas, E. C.) Rianer, A. R.; Hawkins, H. 

C. 



Univ. Chen. Lab., Univ. Kent, Canterbury, UK 
Journal of the Chemical Society, Perkin Transactions 
2: Physical Organic Chemistry (1972-1999) (1972), 
(5), 627-33 

CODEN: JCPKBHf ISSNi 0300-9580 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The binding of papain to 20 substrates of the type RCONHCHRICOX, e.g. 

BzNHCH2C02Me and PhCH202CNKCHMeC02C6H4N02-p, was shown by enzyme kinetics 
using the Hichaelis-Menten relation to involve interaction between RO0NH-, 
R1-, and -COX moieties, and complementary sites (pi, p2, and 
p3) on the enzyme. The p2 and p3 interactions involved 
lipophilic forces not of charge-transfer type, and the p2 interaction 
did not involve electrostatic forces but depended on the length of the 
side chain. Seventeen nonpeptide competitive inhibitors, e.g. R2CONKCH2CN 
(R2 - P-02NC6H4, PhCH20) or PhCH2NHBz were designed knowing the nature of 
pi and p3. 
35970-22-0 

RL: BIOL (Biological study) 

(papain inhibitifffi by) 
35970-22-0 CAPU^ 

Cyclohexanecar^amide, H- (cyanomethyl) - {9CI) (CA INDEX NAME) 
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AimiOR(S): 
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CAPLUS COPYRIGHT 2007 ACS on STN 
1964:30901 CAPLUS 
60:30901 
60:5481a-c 

Synthetic studies involving 1- 
aninocyclohexanecarbonitrile 

Noland, Vayland E.; Sundberg, Richard J.» Hichaelson, 
Margaret L. 

Univ. of Minnesota, Minneapolis 

Journal of Organic Chemistry (1963), 28(12), 3576-7 
CODEN: JOCEAH; ISSN: 0022-3263 
DOCUMENT TYPE: Journal 
LANGUAGE: Unavailable 
GI For diagraffl(s), see printed CA Issue. 
AB A new heterocyclic dispiro compound, 
7, 14-diazadispiro[5i 1. 5. 2] pentadecan-15- 

one (I), was prepared Cyclohexanecarbonyl chloride (44 g.) added dropwise 
to 32 g. 1-aminocyclohexanacarbonitrile (la) in 50 ml. C5H5N and 120 ml. 
C6K6, and the solution kept 12 hrs. in an unheated water bath, initially at 
80*, and worked up gave 54.2 g. 1- (cyclohexaneearboxamido) - 
cyclohexanecarbonitrile (II), m. 163-4*. II (2.1 g.) and 0.2 g. 
NaNH2 heated I hr. at 180* (gas •volution began at ISO*) and 
• worked up gave 0.297 g. cyciohsxanecarbosaaide (III), m. 190-1* . 

II (2.1 g. ) and 0.3 g. soUd NaH refluxed 20 hrs. in 30 ml. C6H6, then 
refluxed 4 hrs. with 1 ml. ale, 1 ml. tert-BuOH, and 0.03 g. Na and 
evaporated, the residue partitioned between HCl and CHC13, the CHC13 layer 
evaporated, and the product sublimed in vacuo gave 0.103 g. III.^Et 
cyclohexanone-2-carboxylate (IV) was obtalnedin 591 yield tzooy^ 
cyclohexanone, n28D 1.4762. p-MeC€H4S03H (0.2 g.) ref luxed^a'lirs. with 34 
g. IV and 16.7 g. ethylene glycol in 100 ml. C6H6 gave S^.'S g. Et 
l,4-dioxaspiro[4.5]decane-6-carboxylate (V), bl 9S-104>f n28D 
1.4632. la (20 g.) kept 20 hrs. at 90* or 40 hrs. at''^ room teiqaerature 
gave bis ( l-cyanocyclohexyl) amine (VI), m. 137-8* ."^ Attenuated 
condensation of V with la gave 221 VI. la (21 g.) left 21 hrs. at roon 
temperature with 2.8 g. Na in ale. gave 17.66^. I, m. 219*. Infrared 
spectra were given for the above coopds. M^empted condensation of la 
with IV gave .apprx.81 I. Repetition of/^e reaction in the absence of IV 
but in ale. containing a little moistup« gave 94 t I. 
IT 92492-96-lP, Cyclohesanecarboxamide,>l^(l-cyanocycloheityl) - 
RL: PREP (Preparation) 
(preparation of) 
RN 92492-96-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (Ir/^anocyclohenyl) - (6CI, 7CI) (CA INDEX NAME) 
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ACCESSION NUMBER: 1958:20826 CAPLUS 

DOCUMENT NUMBER: 52:20826 
ORIGINAL REFERENCE NO.: 52: 36771, 3678a-e 

TITLE: Properties and reactions of free alkyl radicals in 

solution. IX. Synthesis and reactions of some tertiary 

nitroalkanes 

AUTHOR{S)i Tilney-Bassett, J. F. f Vaters, Villi am A. 

CORPORATE SOURCE: Univ. Oxford, UK 

SOURCE: Journal of the Chemical Society (19S7) 3129-34 

CODEN: JCS0A9; ISSN: 0368-1769 
DOCUMENT TYPE: Journal 
LANGUAGE: Unavailable 

AB cf. CA. 50, lOOOSe. N02 (9 g. containing a Uttle N203) in 60 cc. dry C6H6 
added over 0.5 hr. to 30 g. (:NCHe2CN)2 (I) in 200 cc. refluxing C6H6, and 
the mixture refluxed 5 hrs. and distilled in vacuo yields 7 g. Ne2C(N02)CN 
(II), m. 34* (Et20). Chromatography of the distillation residue yields 
10.8 g. (CMe2CN)2 (III), 2.3 g. NCCMe20N (CMe2CN) 2 (IV), and 0.4 g. 
Me2C(N02)C0NHCMB2CN. d. 135* (from C6H6) . The same experiment with 
equal wts. (40 g.) of N02 and I yields 311 II, 10% III, 1.7% IV, and 2.3% 
Me2C(N02)CONHCMe2C02H, m. 174* (CHC13Me2CO) . N02 (5 g.) in C6H6 
added slowly to 10.5 g. PhNO in re fluxing C6H6 yields 67% PhN02 and a 
tarry residue. Equal amts. of N02 and (:NCMe2C02Me) 2 in PhMe at 
100* yield 33% Me2C(N02)C02Me (V), bl4 77-9*, m. -4*. 
also prepared from II via the corresponding HCl salt, a. 117*. V and 
saturated NH3-Et0H yield Me2C(N02)C0NH2, m. 116". N02 and (:NCEt2CN)2 
in PhMe at 100* yield 21% 02NCHEtCN (VI), bll 89-92*, 14% 
(Me2CCN)2, and 8% Et2C(N02)C0NHCEt2CN, m. 113.5*. Acid hydrolysis 
of VI yields 3-carbamoyl-3-nitropentane m. 59* (cyclohexane) . N02 
and l,l'-a20bis(l-cyanocyclohexane) in boiling PhMe yield 24% 
1-cyano-l-nitrocyclohexane (VII), m. 56*, 30%, of the radical dimer, 
m. 223*, 3.6% N- (l-cyanocyclohexyl) cyclohexanecarboxamide, ra. 
156*, and 3.61 C21H3204N4 (VIII), m. 145*. Decosposition of VIII 
in boiUng PhCl yields VII. Hydrolysis of VII with strong H2S04 yields 
1-nitrocyclohexanecarboxyamide, m. 120*. Alkaline hydrolysis of II 
yields NaOCN as the major product although Me2C0 and N02 are obtained. 
Acidification of the solution yields C02 and a blue color, presumably due to 
condensation of HN02 and Me2C(NO)N02. Thus although there is some SN2 
displacement of N02 by OH, the main hydrolytic reaction is HO 4 N0CR2N02 . 
•* ROCN * (R2C:N02) . II (5 g.) and 2.5 g. NaCN refluxed overnight 
in 50 ml. dry EtOH, the EtOH distilled off, and H20 added to the residue 
yield 1.3 g. Ne2C(CN)C(N02)Me2, (IX), m. 194*, also prepared from II 
and (Me2CN02)Na, II (3 g.) in 30 cc. dry Et20 added to a suspension of 
LiAlH4 in 50 cc. refluxing Et20, H20 added after 1 hr., and the amine 
extracted with dilute acid, concentrated in salt form, and benzoylated 

yields 62% 

BzNHCHMe2 (X), m. 98*, also obtained from V. Similarly VII yields 
N-benzoylcyclohexylamine. V (2 g.) in 15 cc. MeOH refluxed with 1 g. 
Raney Ni, treated with 3 cc. aqueous N2H4. the mixture refluxed 30 min., 
filtered, acidified, concentrated, and benzoylated yields 1.3 g. 
Me2C(NHBz)C02Me, m. 120*. 

IT 92492-96-lP, Cyclohexanecarboxamide, N- (l-cyanocyclohexyl) - 
RL: PREP (Preparation) 
(preparation of) 

RN 92492-96-1 CAPLUS 

CN Cyclohexanecarboxamide, N- (l-cyanocyclohexyl) - (6CI, 7CI) (CA INDEX NAME) 
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